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TRICYCLIC PROTEIN KINASE INHIBITORS 
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BACKGROUND OF THE INVENTION 

This invention relates to substituted aromatic tricyclic compounds 
containing nicotinonitrile wrings as well as the pharmaceutical^ acceptable 

10 salts thereof. The compounds of the present invention inhibit the action of 
certain protein kinases, thereby inhibiting the abnormal growth of particular 
cell types. The compounds of this invention are therefore useful for the 
treatment or inhibition of certain diseases that are the result of deregulation of 
these protein kinases. The compounds of this invention are anti-cahcer agents 

15 and are useful for the treatment or inhibition of cancer in mammals. In 
addition, the compounds of this invention are useful for the treatment and 
inhbition of polycystic kidney disease and colonic polyps. 

Protein kinases are a class of enzymes that catalyze the transfer of a 
phosphate group from ATP to a tyrosine, serine, threonine, or histidine residue 

20 located on a protein substrate. Protein kinases clearly play a role in normal cell 
growth. Many of the growth factor receptor proteins function as kinases and it 
is by this process that they effect signaling. The interaction of growth factors 
with these receptors is a necessary event in normal regulation of cell growth. 
However, under certain conditions, as a result of either mutation or over 

25 expression, these receptors can become deregulated; the result of which is 
uncontrolled cell proliferation which can lead to tumor growth and ultimately 
to the disease known as cancer [Wilks, A.F., Adv. Cancer Res., 60, 43 (1993) 
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and Parsons, J.T.; Parsons, S.J., Important Advances in Oncology, DeVita, 
V.T. Ed., J.B. Lippincott Co., Phila., 3 (1993)]. Among the growth factor 
receptor kinases and their proto-oncogenes that have been identified and 
which are targets of the compounds of this invention are the epidermal growth 
5 factor receptor kinase (EGF-R kinase, the protein product of the erbB 
oncogene), and the product produced by the erbB»2.(also referred to as the neu 
or HER2) oncogene. Since the phosphorylation event is a necessary signal for 
cell division to occur and since overe3q>ressed or mutated kinases have been 
associated with cancer, an inhibitor of this event, a protein tyrosine kinase 

10 inhibitor, will have therapeutic value for the treatment of cancer and other 
diseases characterized by uncontrolled or abnormal cell growth. For example, 
over expression of the receptor kinase product of the erbB-2 oncogene has 
been associated with human breast and ovarian cancers [Slamon, D. J. et al., 
Science, 244, 707 (1989) and Science, 235 , 177 (1987)]. Deregulation of 

15 EGF-R kinase has been associated with epidermoid tumors, [Reiss, M., et al., 
Cancer Res., 57, 6254 (1991)], breast tumors [Macias, A. et al., Anticancer 
Res., 7, 459 (1987)], and tumors involving other major organs [Gullick, W.J., 
Brit Med Bull, 47, 87 (1991)]. Because of the importance of the role played 
by deregulated receptor kinases in the pathogenesis of cancer, many recent 

20 studies have dealt with the development of specific PTK inhibitors as potential 
anti-cancer therapeutic agents [some recent reviews: Traxler, P., Exp. Opin. 
Ther. Patents, 8, 1599 (1998) and Bridges, A. J., Emerging Drugs, 3, 279 
(1998)]. 

It is also known that deregulation of EGF receptors is a factor in the 
25 growth of epithelial cysts in the disease described as polycystic kidney disease 
[Du, J., Wilson, P. D., Amer. J. Physiol, 269(2 Pt 1), 487 (1995); Nauta, J., et 
al., Pediatric Research 37(6), 755 (1995); Gattpne, V.H. et al., 



WO 01/47892 



PCT/U303/3S516 



3 



Developmental Biology, 169(2), 504 (1995); Wilson, P.D.et al, Eur. J. Cell 
Biol, 61(1), 131, (1993)]. The compounds of ttis invention, which inhibit the 
catalytic function of the EGF receptors, are consequently useftil for the 
treatment of this disease. 
5 The mitogen-activated protein kinase (MAPK) pathway is a major 

pathway in the cellular signal transduction cascade from growth factors to the 
cell nucleus. The pathway involves kinases at two levels: MAP kinase kinases 
(MAPKK), and their substrates MAP kinases (MAPK). There are different 
isoforms in the MAP kinase family. (For review, see Seger, R.; Krebs, E.G., 
10 FASEB, P, 726, (1995).) The compounds of this invention can inhibit the 
action of two of these kinases: MEK, a MAP kinase kinase, and its substrate 
ERK, a MAP kinase. MEK is activated by phosphorylation on two serine 
residues by upstream kinases such as members of "the raf family! When 
activated, MEK catalyzes phosphorylation on a threonine and a tyrosine 
15 residue of ERK. The activated ERK then phosphoiyiates and activates 
transcription factors in tlie nucleus, such as fos and jun, or other cellular 
targets witli PXT/SP sequences. ERK, a p42 MAPK, is found to be essential 
for cell proliferation and differentiation. Over-expression and/or over- 
activation of MEK or ERK has been found to be associated with various 
20 human cancers [For example, Sivaraman, V.S.; Wang, H-Y.; Nuovo, GJ. 
Malbori, C.C. J. Clin. Invest, 99, 1478 (1997)]. It has been demonstrated that 
inhibition of MEK prevents activation of ERK and subsequent activation of 
ERK substrates in cells, resulting in inhibition of cell growth stimulation and 
reversal of the phenotype of ras-transformed cells [Dudley, D.T ; Pang, L.; 
25 Decker, S.J.; Bridges, A.J.; Saltiel, A.R., Proc. Nat. Acad Set, 92, 7686, 
(1995)]. Since, as demonstrated below, the compounds of this invention can 
inhibit the coupled action of MEK and ERK, they are useful for the treatment 
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of diseases such as cancer which are characterized by uncontrolled cell 
proliferation and which, at least in part, depend on the MAPK pathway. 

As mentioned above, members of the raf family of kinases 
phosphorylate serine residues on MEK. There are three serine/threonine kinase . 
5 members of the raf family known as a-raf, b-raf and c-raf. While mutations in 
the raf genes are rare in human cancers, c-raf is activated by the ras oncogene 
which is mutated in a wide number of human tumors. Therefore inhibition of 
the kinase activity of c-raf may provide a way to prevent ras mediated tumor 
growth [Campbell,S. L., Oncogene, 17; 1395 (1998)]. 

10 . , The Src family of cytoplasmic protein tyrosine kinases consists of at 

least eight members <(Src, Fyn, Lyn, Yes, Lck, Fgr, Hck and Blk) that 
participate in a variety of signaling pathways [Schwartzberg, P.L., Oncogene, 
17, 1463-1468, (1998)]. The prototypical member of this tyrosine kinase 
family is p60 src (Src). : Src is involved in proliferation and migration responses 

15 in many cell types. In limited studies, Src activity has been shown to be 
elevated ih^breast, colon (-90%), pancreatic (>90%) and liver (>90%) tumors. 
Greatly increased Src activity is also associated with metastasis (>90%) and 
poor prognosis. Antisense Src message impedes growth of colon tumor cells in 
nude mice [Staley et al., Cell Growth & Differentiation., 8, 269-74, (1997)], 

20 suggesting that Src inhibitors should slow tumor growth. In addition to its role 
in cell proliferation, Src also acts in stress response pathways, including the 
hypoxia response, and nude mice studies with colon tumor cells expressing 
antisense Src message have reduced vascularization [Ellis, et al., J. Biol 
Chem., 273, 1052-7 (1998)], which suggests that Src inhibitors would be anti- 

25 angiogenic as well as anti-prohferative. 

In addition to its role in cancer, Src also appears to play a role in 
osteoporosis. Mice genetically engineered to be deficient in src production 
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were found to exhibit osteopetrosis, the failure to resorb bone [Soriano, P., 
Cell, 64, 693 (1991); Boyce, B. F., J. Clin, Invest., 90, 1622 (1992)]. This 
defect was characterized by a lack of osteoclast activity. Since osteoclasts 
normally express high levels of Src, inhibition of Sf c kinase activity may be 
5 useful in the treatment of osteoporosis [Missbach, M.,Bone, 24, 437 (1999)]. 

to addition to EGFr; there are several other RTKs including FGFr, the 
receptor for fibroblast growth factor (FGF); flk-1, also known as KDR, and flt- 
1, the receptors for vascular endothelial growth factor (VEGF); and PDGFr, 
the receptor for platelet derived growth factor (PDGF). The formation of new 

10 blood vessels, a process known as angiogenesis, is essential for tumor growth. 
Two natural angiogenesis inhibitors/ angiostatin arid endostatin, dramatically 
inhibited the growth of a variety of solid tumors. [O'Reilly, M. S.; Cell, 79, 
315 (1994); O'Reilly, ;.M. S., Nature Medicine, 2, 689 (1996); O'Reilly, M. S., 
Cell, 88, 277 < (1997)]. Since FGF and VEGF are known to stimulate 

15 angiogenesis, inhibition of the kinase activity of their receptors should block 
the angiogenic effects of these growth factors! In addition, the receptor 
tyrosine kinases tie-1 and tie-2 also play a key role in angiogenesis [Sato, T. 
N., Nature, 376, 70 (1995)]. Compounds of the invention that inhibit the 
kinase activity of FGFr; flk-1, flt-1; tie-1 or tie-2 may inhibit tumor growth by 

20 their effect on : angiogenesis. Normal angiogenesis is required in many 
physiological conditions such as wound healing, female reproduction and fetal 
development. Abnormal or pathological angiogenesis has been implicated in 
neoplastic diseases including solid tumor growth, metastasis, and Karposi's 
sarcoma; various eye diseases including diabetic ' retinopathy, and macular 

25 degeneration; inflammatory conditions including rheumatoid arthritis, and 
osteoarthritis; skin diseases including psoriasis, eczema and scleroderma; as 
well as ulcerative colitis and childhood haemangiomas [Toi, M. et al., Breast 
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Cancer Res. And Treat, 36, 192-204 (1995); Folkman, J., Nature Medicine, 1, 
27-31 (1995); Jackson, J. R. et al., FASEB J„ 11, 457-465 (1997)]. Inhibition 
of VEGF function has been shown to inhibit disease progression in tumors 
[Borgstrom, P. et al., Cancer Res., 56, 4032-4039 (1996); Kim, J. K. et al., 
5 Nature, 362, 841-844 (1993)] and retinal neovascularization [Aiello, L. P. et 
al., Proc. Nat Acad. Set, 92, 10457-10461 (1995)] as well as vascular 
dysfunction mediated by glucose in models of diabetes' [Tilton, R. G. et al., J. 
Clin. Invest, 99, 2192-2202 (i997)]. ' > " : 

PDGF is a potent growth factor and chemoattractant for smooth muscle 
10 cells (SMCs) and the renarrowing of coronary arteries following angioplasty is 
due in part to the enhanced proliferation of SMCs in* response to increased 
levels of PDGF. Therefore,: compounds that inhibit the kinase, activity of 
PDGFr may be useful in the treatment of restenosis. In addition, since PDGF 
and PDGFr are overexpressed in several types of human gliomas, small 
15 molecules capable of suppressing PDGFr activity, have potential utility as 
anticancer therapeutics {Nister, M., J. Biol Ckem. 266, 16755 (1991); Strawn, 
L. M., J. Biol Chem: 269, 21215 (1994)].' 

In accordance with the present invention, the tricyclic ring systems 
20 described herein will be numbered as indicated in the representative formulas 
below (where U = N or O or S): 
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1 9 8 1 g 8 




3 4 5 6 5 




No fully aromatic fused tricyclic cpmpounds containing nicotinonitrile 
rings have been reported that have biological activity as inhibitors of protein 
5 tyrosine kinases. 3-Cyanoquinoline derivatives described in WO-9843960 
have been disclosed as inhibitors of tyrosine kinase. A 3-cyanoquinoline with 
a 4-(2-methyl anilino) substituent having gastric (HVK + )-ATPase inhibitory 
activity at high concentrations has been described [Ife R.J., et aL, J. Med 
Chem., 35(18), 3413 (1992)]. However, there are no references to any fully 
10 aromatic tricyclic compounds containing nicotinonitrile rings in the above 
publications. 

In WO-9713760, a series of fused tricyclic compounds containing 
pyridine rings (and pyrimidines) that are reported to be inhibitors of protein 
tyrosine kinases is disclosed. However, it is specified that the position meta to 
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the pyridine nitrogen bears a hydrogen atom only. No compounds possessing 
cyano substituents at this position are claimed. In two patents: AU 8767450 
and US; 4952584, ,4^amino^9H-pyrido<2,3-b>indole-3-carboxylic acid 
derivatives; are disclosed ; as anxiolytic and antidepressant agents. No 
5 corresponding 3-cyano substituents are claimed. In EP 755934, fused tricyclic 
compounds containing nicotinonitrile rings are disclosed as endothelin 
receptor antagonists. However, these derivatives db not have the unique 
combination of substituents contained in the compounds - of the present 
invention.? In particular, it is specified that these compounds possess aromatic 4 

10 substituents directly attached to the: position para to'the plyridirie ; nitrogen- 
Such substituents are not claimed in the present invention. Similarly \ a series- 
of compounds claimed in WO 9705137 do include tricyctiics cbntaiiiing 
nicotinonitrile rings, but with hydrogen or simple: alkyl chains attached to the 
position para to the pyridine nitrogen. Such substituents are not claimed in the 

15 present invention. Several patents exist which disclose substituted quinoline 
compounds as tyrosine kinase inhibitors, none of which possess the 3-cyano 
substituent: 1. An international patent WO-9813350 describing 3- 
fluoroquinoline and quinoline tyrosine kinase inhibitors. 2. WO-9609294 
discloses inhibitors of protein tyrosine kinases that include 4-anilino 

20 quinolines with a large variety of substituents on positions 5-8 but which must 
also have a hydrogen atom at position 3. 3. US patent 5,480,883 discloses 
quinoline derivatives that are inhibitors of protein tyrosine kinases but these 
derivatives do not have the unique combination of substituents, including the 
3-cyano group, contained in the compounds of the present invention. 

25 In addition to the above-mentioned compounds, certain tricyclics 

containing pyrimidine rings are known to be inhibitors of protein tyrosine 
kinases. WO-9749688, WO-9519970, US patent 5,679,683 and the 
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previously-mentioned WO-97 13760 disclose a variety of tricyclic heterocycles 
which, are tyrosine kinase inhibitors. Other patent applications WO-9802434, 
WO-9730044 and EP-837063 describe quinazolines substituted at positions 5 : 
to 8 with one or more optionally substituted 5- or 6-membered heterocyclic 
5 rings. ■ ; • . ->.. r...- ." >...•. 

In addition to the aforementioned patent applications* a number of 
publications describe fused tricyclics c6ntaining.4-anilmbpyrimidine rings: ^ 
Rewcastle G.W.; et. al., J, Med. Chem. , 39; 9 1 8 (1 996); Bencteux, R, et al.,J. - 
Heterocycl Chem , 34 , 1375, (1997); Palmer B. D., et al. J. Med, Chem., '40, 
10 1519(1997); and Zhou,.H., et al., Book of Abstracts, 210*? ACS National 

Meeting, Chicago,-IL, August 20-24 (1995), Issue Pt. 2, MEDI-0 17. There are - 
no publications that describe fused. tricyclic.tricyclic compounds containing 
mcotinonitrile rings.as PTK inhibitors. • : . .- 
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SUMMARY OF THE INVENTION 

The present invention relates to certain protein kinase inhibitors of formula 1 
having the structure: ^ 




wherein:. ; , ^ •/ -.y 

Ar is cycloalkyl of 3 to 7 carbon atoms, which may be- optionally substituted 
10 with one or more alkyl of 1 to 6 carbon atoms; or : 

Af is . a pyridinyl; pyrimidiriyl; or phenyl ring; wherein tlie ; pyridinyl, 
pyrimidinyl^v or 'phenyl ring- may be optionally mono-, di-, ot tri- 
sixbstituted with 1 substituents selected from the group consisting of 
halogen, alkyl of 1-6 carbon atoms, alkenyl of 2-6 carbon atoms, 
1 5 alkynyl of 2-6'carbori atoms,* azido, hydroxyalkyl of 1 -6 carbon atoms, 

halomettiyl; alkbxymethyl of 2-7 carbon atoms, alkanoyloxymethyl of 
2-7 carbon atoms, alkoxy of 1-6 carbon atoms, alkylthio of 1-6 carbon 
atoms, hydroxy, trifluoromethyl, cyano, nitro, carboxy^ alkoxycarbonyl 
of 2-7 carbon atoms;* alkanoyl of 2-7 carbon atoms, benzoyl, amino, 
20 alkylamino of 1-6 carbon atoms, dialkylamirio of 2 to 12 carbon atoms, 

alkanoylamino of 1-6 carbon atoms, alkenoylamino of 3-8 carbon 
atoms, alkynoylamino of 3-8 carbon atoms, alkanoyloxy of 1-6 carbon 
atoms, alkenoyloxy of 3-8 carbon atoms, alkynoyloxy of 3-8 carbon 
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atoms, carbamoyl, N-alkylcarbamoyl of 2-7 carbon atoms, N,N- 
dialkylcarbamoyl of 3-13 carbon atoms, carboxyalkyl of 2-7 carbon 
atoms, carboalkoxyalkyl of 3-8 carbon atoms, amindalkyl of 1-5 
carbon atoms, N-alkylaminoalfcyl of 2-9 carbon atoms, N,N- 
5 dialkylaminoalkyl of 3-10 carbon atoms, N-alkylaminoalkoxy of 3-9 

carbon atoms, NjN-diall^laminoalkoxy of 4-10 carbon atoms, 
mercapto, methylmercapto and benzoylamino; or 
Ar is a bicyclic aryl or bicyclic heteroaryl ring system of 8 to 12 atoms where 
the bicyclic heteroaryl ring may contain 1 to 4 heteroatoms selected 

10 from N, O, and S wherein the bicyclic aryl or bicyclic heteroaryl ring 

may be optionally mono- di-, tri, or tetra-substituted with substituent(s) 
independently selected from the group consisting of halogen, : oxo, 
thiocarbonyl, alkyl of 1-6 carbon atoms, alkenyl of 2-6 carbon atoms, 
alkynyl of 2-6 carbon atoms, azido, hydrpxyalkyl of 1-6 carbon atoms, 

15 halomethyl, ^kp^gonethyl of 2-7 carbon atoms, alkanoyloxymethyl of 

2r7 carbon atoms* alkoxy of 1 -6 carbon atoms, alkylthio of 1 -6 carbon 
atpms, hydroxy, trifluoromethyl, cyanp, nitro, carboxy, alkoxy carbonyl 
of 2-7 carbon atoms, alkanoyl of 2-7 carbon atoms, phenoxy, phenyl, 
ttuophenoxy, benzoyl, benzyl amino, alkylamino of 1-6 carbon atoms, 

20 . disjjl^lamino pf 2 to 12 carbon atoms, phenylamino, benzylamino, 

^anoylainino of 1-6 carbon atoms, alkenoylamino of 3-8 carbon 
atoms, alkynqylamino of 3-8 carbon atoms, carboxyalkyl of 2-7 carbon 
atoms, carboalkoxyalkyl of 3-8 carbon atoms, aminoalkyl of 1-5 
carbon atoms, N-alkylaminoalkyl of 2-9 carbon atoms, N,N- 

25 dialkylaminoalkyl of 3-10 carbon atoms, N-alkylaminoalkoxy of 3-9 

carbon atoms, N,N-dialkylaminoalkoxy of 4-10 carbon atoms, 
mercapto, methylmercapto, alkanoyloxy of 1-6 carbon atoms, 
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alkenoyloxy of 3-8 carbon atoms, alkynoyloxy of 3-8 carbon atoms, 
> carbamoyl, N-alkylcarbampyl of 2-7 carbon, atoms, N,N- 
dialkylcarbamoyl of 3-13 carbon atoms, and benzoylamino; or 
Ar is the radical: 
A 1 L 

5 /A -T- L ... , . ;.. , .... • ,,. 

A 1 is a pyridinyl, pyrimidinyl, or phenyl ring; wherein the t pyridinyl, 
pyrimid[inyl, or phenyl ring may be optionaUy .mpno- or di-substituted 
with a substituent(s) independently selected from the group consisting 
of alkyl of l r 6 carbon atoins, alkenyl of 2 r 6 carbon atoms, alkynyl of 

10 2-6 carbon atoms, azido, hydrpxyalkyl of 1-6 carbon atoms, halogen, 

halomet^yl, alkpxymethyl of 2-7 carbon atoms; alkanpyloxymethyl of 
2-7 carbon atoms, alkoxy of 1-6 carbon atoms, aJkylthio of 1-6 carbon 
atoms, hydroxy, trifluoromethyl, cyano, nitro^ carboxy, alkqxycarbonyl 
of 2-7 carbon atoms, alkanpyl of 2-7 carbon atoms, phesnpxy, phenyl, 

15 thiophenpxy, benzoyl, benzyl, amino, al^lamino of 1-6 carbon atoms, 

.dialkylamino of 2 to 12 carbon atoms,- phenylamino, benzylamino, 
alkanoylamino of 1-6 carbon atoms, a^enoylamino of 3-8 carbon 
, atoms, alkynoylamino of 3-8 carbon atoms, carboxyalkyl of 2-7 carbon 
atoms, carboalkoxyalkyl of 3-8 carbon atoms, ammpalkyl of 1-5 

20 carbon atoms, N-alkylaminoalkyl of 2-9 ; carbon, atoms, N,N- 

dialkylaminoalkyl of 3-10 carbon atoms, N-alkylaminoalkoxy of 3-9 
carbon atoms, N,N-dialkylaminoalkoxy of 4-10 carbon atoms, 
mercapto, methylmercapto, alkanoyloxy of 1 : 6 carbon atoms, 
alkenoyloxy of 3-8 carbon atoms, alkynoyloxy of 3-8 carbon atoms, 

25 carbamoyl, N-alkylcarbamoyl of 2-7 carbon atoms, N,N- 

dialkylcarbamoyl of 3-13 carbon atoms, and benzoylamino;. 
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T is substituted on A 1 at carbon and is -NH(CH 2 ) m -, -0(CH 2 ) m -, -S(CH 2 ) m -, 
-NR(CH 2 ) m -, -(CH2) m -, -(CH 2 ) m NH^ -(CH 2 ) m O- 5 -(CH 2 ) m S-, 
-SO(CH 2 ) m -, -S0i(CH 2 ) m -, .CO(CH 2 ) m -, <CH$ m c6- 9 - 
(CH 2 ) m SO-, -(CH 2 ) m S0 2 - or -(CH 2 ) m NR S 
5 L is a phenyl ring that is optionally substituted with one, two, or three 
substitueht(s) independently selected frorii the group consisting of 
alkyl of 1-6 carbon atoms, alkeriyl of 2-6 carbon atoms, alkynyl of 2-6 
carbon atoms, azido, hydroxyalkyl of 1-6 carbon atoms, halogen, 
halomethyl, alkox^ethyl bf 2-7 cjarboh atoms, a^^oyloxyinethyl of 

10 2-7 carbon atoms, alkoxy of 1-6 carbon atoms, alkylthio of 1-6 carbon 

atoms, hydroxy, trifluoromethyl, cyano, nitro, carboxy, alkbxycarbonyl 
of 2-7 carbon atoms, alkanoyl of 2-7 carbon atoms,' phenoxy, phenyl, 
thiophenoxy, benzoyl, benzyl, amino, al^latoino of 1-6 carbon atoms, 
dialkylamino of 2 to 12 cairbbn atoms, phenylamiho, benzylamino, 

15 alk^oylamino of 1-6 carbon atoms, alkenoylamino of * 3-8 carbon 

atoms, alkyrioylamino of 3-8 carbon atoms, carbbxyalkyl of 2-7 carbon 
atoms, carboalkoxyalkyl of 3-8 carbon atoms, aminoalkyl of 1-5 
carbon atoms, N-alkylamihoalkyl of i2-9 carbon atoms, N,N- 
dialkylaminoalkyl of 3-10 carbon atoms, N-aUcylaMhbalkoxy of 3-9 

20 i carbon atoms, N,l^-dialkylaininoalkoxy of 4-1 0 ~ carbon atoms, 

mercapto, methyhnercapto, alkanoyloxy of 1-6 barbon atoms, 
alkenoyloxy of 3-8 carbon atoms, alkynoyloxy of 3-8 carbon atoms, 

carbamoyl, N-alkylcarbamoyl of 2-7 carbon atoms,' N,N- 

. * r> • • 

dialkylcarbamoyl of 3-13 carbon atoihs, and benzoylamino; or 

j '*.".- 

25 L is a 5- or 6-merhbered heteroaryl ring where the heteroaryl ring contains 1 to 
3 heteroatoms selected from N, O, and S and where the heteroaryl ring 
may be optionally mono- or di-substituted with substituent(s) selected 
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from the group consisting of halogen, oxo, thiocarbonyl, alkyl of 1-6 
carbon atoms, alkenyl of 2-6 carbon atoms, alkynyl of 2-6 carbon 
atoms, azido, hydroxy alkyl of 1-6 carbon atoms, halomethyl, 
alkoxymethyl of 2-7 carbon atoms, alkanoyloxymethyl of 2-7 carbon 
5 atoms, alkoxy of 1-6 carbon atoms, alkylthio of 1-6 carbon atoms, 

hydroxy, trifluoromethyl, cyaho, nitro, carboxy, alkoxycarbonyl of 2-7 
carboy atoms, alkanoyl of 2-7 carbon atoms, phenoxy, phenyl, 
thiophenoxy, benzoyl, benzyl, amino, alkylamino of 1-6 carbon atoms, 
dialkylamino of 2 to 12 carbon atoms, phenylamino, benzylamino, 

10 alkanoylamino of , 1-6 carbon atoms, alkenoylamino of 3-8 carbon 

atoms, alkynoylarhino of 3-8 carbon atoms, carboxyalkyl of 2-7 carbon 
atoms, carboalkoxyalkyl of 3-8 carbon atoms, aminoalkyl of 1-5 
carbon atoms, N-alkylaminoalkyl ' of 2-9 carbon atoms, N,N- 
dialkylaminoalkylt of 3-10 carbon atoms, N-alkylaminoalkoxy of 3-9 

15 carbbh atoms, N,N-dialkylaminoalkoxy of 4-10 carbon atoms, 

mercapto, methylmercapto, alkanoyloxy of 1-6 carbon atoms, 
alkenoyloxy of 3-8 carbon atoms, alkynoyloxy of 3-8 carbon atoms, 
carbamoyl, N-alkylcarbamoyl of 2-7 carbon atoms, N,N- 
dialkylcarbamoyl of 3-13 carbon atoms, and benzoylamino; 

20 mis 0-3; 
nis 0-1; 

XisNH, O, S, orNR; 

R is alkyl of 1-6 carbon atoms; 

Y and Z are both carbon or N; the ring structure of formula 1 then being a 
25 fused 5,6,6 or 6,6,6 tricycle; or one of Y arid Z is N, O or S, and the 

other is a bond between the two end rings; the ring structure of formula 
1 then being a fused 5,5,6 or 6,5,6 tricycle; or one of Y or Z is N with 
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the other being carbon; the ring structure of formula 1 then being a 
fused 5,6,6 or 6,6,6 tricycle; 




/ 

R 3 

5 

A and D are each, independently, carbon, N, O, or S; 
B is carbon or N; 

the dashed line indicates an optional double bond; 
10 Ri, R2, R3, and R4 are each, independently, not present, hydrogen, halogen, 
. hydroxy, amino, hydroxyamino, trifluoromethyl, trifluoromethoxy, 
mercapto, alkyl of 1-6 carbon atoms, cycloalkyl of 3-8 carbon atoms, 
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. alkenyl of 2-6 carbon atoms, alkynyl of 2-6 carbon atoms, alkenyloxy 
of 2-6 carbon atoms, alkynyloxy of 2-6 carbon atoms, hydroxyalkyl of 
1-6 carbon atoms, mercaptoalkyl of 1-6 carbon atoms, halomethyl, 
alkoxymethyl of 2-7 carbon atoms, alkoxy of 1-6 carbon atoms, 
5 cycloalkoxy of 3-8 carbon atoms, alley Ithio of 1-6 carbon atoms, 

cycloalkylthio of 3-8 carbon atoms, alkylsulphinyl of 1-6 carbon 
atoms, alkylsnlfonyl of 1-6 carbon atoihs, alkylsulfonamido of 1-6 
carbon atoms, alkenylsulfonamido of 2-6 carbon atoms, 
alkynylsulfonamido of 2-6 carbon atoms, cyario, nitro, carboxy, 

10 alkoxycarbonyl of 2-7 carbon atoms, alkanoyl of 2r7 carbon atoms, 

alkenoyl of 3-7 carbon atoms, N-alkyl-N-alkenylamino of 4 to 12 
carbon atoms, N,N-cU^enylainino of 6-12 carbon atoms, 
phenylamino, benzylamino, phenoxy, phenyl, thiophenoxy, benzyl, 
alkylamino of 1-6 carbon atoms, alkanoyloxy of 2-7 carbon atoms, 

15 alkenoyloxy of 3-8 carbon atoms, alkynoyloxy of 3-8 carbon atoms, 

carbamoyl, N-alkylcarbamoyl of 2-7 carbon atoms, N,N- 
. dialkylcarbamoyl of 3-13 carbon atoms, dialkylamino of 2 to 12 carbon 
atoms, alkanoyloxymethyl group of 2-7 carbon atoms, 
alkenoyloxymethyl group of 2-7 carbon atoms, alkynoyloxymethyl 

20 group of 2-7 carbon atoms, azido, benzoyl, carboxyalkyl of 2-7 

carbons, carboalkoxyalkylof 3-8 carbon atoms, 



(C(R 6 ) 2 ) P 

/ * V • ' 

R 7 -(C(R 6 )2)— N N-(C(R6) 2 ) k -V- R8R9-CH-M-(C(R6) 2 ) k -V- 



(C(R 6 ) 2 ), 



25 



W3 01/47892 



PCT/USC0/356:.5 



17 



10 



. R7-(C(R 6 ) 2 ) g -V- , Ry-iCiRe^p-M-iCiRe^-V-. , 

Het-(C(R 6 ) 2 ) q -W-(C(R6)2) k -V- . Ph-CCfR^-W-^Re^-V- , 

R 5 -CONH(CH 2 ) q - , R 5 — CONH(CH 2 ) q - 

Rs ,CN R^_ CONH(CH2) q - R 5 CONH(CH 2 ) q - 

Rs (CH 2 ) q; -; R^^Rs .% ^v^r 5 

R5_>S0 2 NH(CH 2 ) q -, R 5 o ; 
R^~V o >" N H(CH 2 ) q - 

R 5 HN (R5) 2 N R 5 HN 

>-NH(CH 2 ) q - * >-NH(CH 2 ) q - >-0(CH 2 ) q - 

O V .:«-. V, O - , P 

RsHN * (R^K ^^V-n.pH , 

>-NH(CH 2 ) q - >-NH(CH 2 ) q - > or /~ 0(CH 2V 



R5 is independently hydrogen, alkyl of 1-6 carbon atoms, aminoalkyl of 1-6 
carbon atoms, N-alkylaminoalkyl of 2-9 carbon atoms, N,N- 
dialkylaminoalkyl of 3-12 carbon atoms, N-cycloalI<ylaminoalkyl of 4- 
12 carbon atoms, N-cycloalkyl-N-alkylaminoalkyl of 5-18 carbon 
atoms, N,N-dicycloall^laminoalkyl of 7-18 carbon atoms, 
morpholino-N-alkyl wherein the alkyl group is 1-6 carbon atoms, 
piperidino-N-alkyl wherein the alkyl group is 1-6 carbon atoms, N- 
alkyl-piperazino-N-alkyl wherein either alkyl group is 1-6 carbon 
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atoms, azacycloalkyl-N-alkyl of 3-1 1 carbon atoms, hydroxyalkyl of 1- 
6 carbon atoms, alkoxyalkyl of 2-8 carbon atoms, or phenyl; t 
Vis(CH2) m , 0, S, orNR6; / 
R 7 ^'tS^^OB^ J, N(R6)3 r + , or N^(QR6); 
5 M is NR^ 

W isNRg, O, S, or is a bond; - v - >v •.".>■ r .. " l 

Het.is a heterocycle selected from the* group consisting of moiphbline, 
thiomorpholine, thiomorphpline S-oxide, thioiriorphbline S^S-dioxide, 
piperidine, pyrrolidine,' aziridine,: pyridine, imidazole, 1,2,3-triazole, 

10 1,2,4-triazole, thiazole, thiazolidine, tetrazole, pipefazine, furan, 

{ thiophene,, tetrahydrothiophene, tetrahydrofuran, dioxane, 1,3- 2 
dioxolane pyrrole, and tetrahydropyran; wherein the heterocycle: is 1 
optionally mono- , or di-substituted on carbon or ^ mtrogen Rg;; 
optionally mono- or di-substituted on carbon with hydroxy, -NCRg)^ £ 

15 or -OR^j; optionally mono or di-substituted on carbon with the mono- 

valent radicals -(C(R6)2)s OR 6 or -[( c (R6)2)s N ( R 6)2L or optionally 
mono or di-substituted on a saturated carbon with divalent radicals =0 
or -0(0^)2)50-; 

Ph is a phenyl ring optionally mono-, di- or tri-substituted with halogen, alkyl 
20 of 1-6 carbon atoms, trifluoromethyl, nitro, cyano, azido, halomethyl, 

carboxyl, alkoxycarbonyl, alkylthio, mercapto, mercaptomethyl, - 
N(R 6 )2, -ORg, -(C(R 6 ) 2 ) s OR 6 , -[(C(R 6 ) 2 ) S N(R 6 )2], or 
-(C(R 6 )2)kHet; 

R6 is hydrogen, alkyl of 1-6 carbon atoms, alkenyl of 2-6 carbon atoms, 
25 alkynyl of 2-6 carbon atoms, cycloalkyl of 1-6 carbon atoms, alkanoyl 

of 2-7 carbon atoms, carbamoylalkyl of 2-7 carbon atoms, 
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hydroxyalkyl of 1-6 carbon atoms, hydroxycycloalkyl of 3-6 carbon 
atoms; or carboxyalkyl of 2-7 carbon atoms; or 
R6 is phenyl optionally mono-, di-, or tri-substituted with substituent(s) 
independently selected from halogen, alkoxy of 1-6 carbon atoms, 
5 trifluoromethyl, amino, aitylamino of 1-3 carbon atoms, diaikylamino 

of 2-6 carbon atoinsi iiitro, cyano* azido/hialomethyl, ialkbxymettyl of 
2-7 carbon atoms, alkanoyloxymethyl of 2-7 carbon atoms, alkyltbio of 
1-6 carbon atoms, hydroxy, carboxyl, alkoxycarbonyl of 2-7 carbon 
■ atoms, phenoxy, phenyl, Jhiophenoxy, benzoyl, benzyl;, phenylamino, 
10 ben2ylamino; alkanoylamino of 1-6 carbon atoms or alkyl of 1-6 

n - carbon atoms; - - , i*r r ; 

Rgand R 9 are ^ each,, independently, -[(C(R6) 2 ) r NR6R 6 ], and -[(C(R6) 2 ) r 
ORg];, , , ..-.<-;, ; : ■ 

J is independently hydrogen, chlome, fluonne, or bromine; ' ? 1 
15 g=l-6; : .:. - * ... a ■ :•: : ' 

k = <M; _ : ,v. , - . . .. - , - 

P = 2-4; . v . ... 

q=0-4; 

r=l-4; 
20 s-1-6; 

or a pharinaceutically acceptable salt thereof; 



provided that when 
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at least one of the bonds between A and B or B and D must be a double 

bond, with the other being a single bond; 
at least one of A, B, and P are not carbon; 
oiJy oneof A, B, or D canbeOor S; 
5 when A, B, or D is O or S, the adjacent atoms must be carbon; 

provided that when R5 is bound to a nitrogen atom, the resulting structures do 
not include -N-C-N- or -O-CtN- radicals; and when R5 is bound to an 
oxygen atom, the resulting structures do not include an -N-C-O- 
radical;.. r: ..~. . . i:: y? ■ ■ sr-. : \- . . -.y-. * 

10 provided that when Rf> is alkenyl of 2-7 carbon atoms or alkynyl of 2-7 carbon 
atoms, the alkenyl or alkynyl moieties arfe bound to a nitrogen or 
oxygen atom through; a saturated carbon atom in the alkenyl or alkynyl 
chain; 

provided that- wtieh V is NRg aiid R7 NR6R^ N(Rg^3 + ? or IsfRgCORg), then 

15 g = 2-6; 

..... - .. ; ft- / .iv - ? v * 

provided that when M is O or S and R7 is OR6, then p = 1-4; 

provided that when V is NR6, 6, S, then k = 2-4; 

provided that when V is O or S and M or W is O or S, then k = 1-4 

provided that when W is not a bond with Het bonded through a. nitrogen atom 

20 then q = 2-4; and 

finally provided when W is a bond with Het bonded through a nitrogen atom 

andVisOorNR6orS,then k = 2-4. 

The present invention also relates to a method for making compounds of 
25 formula 1 and methods of using the compounds of formula L 
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DESCRIPTION OF THE INVENTION 

The present invention relates to substituted aromatic tricyclic 
compounds containing nicotinonitrild rings of fdrmula 1 above as well as the 
5 pharmaceutical^' Acceptable ^lfs thereof. The compounds of the present 
invention inhibit the action of certain protein kinases, thereby inhibiting the 
abnormal growth of particular cell types! the Compounds of this invention are 
therefore useful for the treatment or inhibition of certain diseases that are the 
result of deregulation of these protein kinases. The compounds of this 
10 invention are anti-cancer agents and are usefid for the treatment or inhibition 
of cancer in:mammals. In addition, the compounds of this invention are useful 
for the treatments and ; inhbition : of polycystic kidney disease arid- colonic 
polyps. 

The pha^aceuticaUy^acceptable salts are, any conventionally known 
15 salts useful in the pharmaceutical industry including those derived from such 
organic and inorganic acids such as: acetic, lactic, citric, tartaric, succinic, 
maleic, malonic, gluconic, hydrochloric, hydrobromic, phosphoric, nitric, 
sulfuric, methanesulfonic, and similarly known acceptable acids. 

In the present appliciation in those cases in which a substituent, moiety, 
20 or group is di-, tri-, and/or tetra- substituted, it is understood that the 2, 3, 
and/or 4 substituents on the substituent, moiety, or group may be the same or 
different. t? 

It is understood by one skilled in the art that the heteroaryl .or bicyclic 
heteroaryl rings of the compounds of Formula I do not contain O-O, S-S, or S- 
25 O bonds, as they would be unstable. Preferred bicyclic aryi or bicyclic 
heteroaryl ring systems include naphthalene, tetralin, indan, 1-indanone, 
1,2,3,4-tetrahydroquinoline, naphthyridine, benzofiiran, 3-oxo-l,3- 
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dihydroisobenzofuran, benzothidphene, 14-diox9-benz»thiophene, indole, 
indoline 1 ,3-dioxo-2,3-dihydro-lH-isoindole, benzotriazole, lH-indazole, 
indoline,, indazole, 1,3-benzodioxole, benzoxazole, purine, phthalimide, 
coumarin, ; „ chromone, - v qmnoline,. terahycfcoquinoline, isoquinoline, 
5 benzimidazole, quinazoline, , pyrido[2,3-b]pyridine, pyrido[3,4-b]pyrazine, 
pyrido[3,2-c]pyridazine, pyrido[3,4Tb]pyridine, lH-pyra2X)le[3,4-d]pyriinidine, 
l,4-benzodiqxane,pteridine, 2(lH)-qxunolone, l(2H)-isoquinolone, 2-oxo-2,3- 
dihydrobepzthiazole, v l,2-methylenecHoxybenzene, : - 2-oxindole, , 1,4- /: 
benzisoxazine, benzothiazole, quinoxaline, quinoUne-NrOxide, isoquinoline- 

10 N-oxide, quinoxaline-N-oxide, quina^line-N : oxide, bep^azine, phthalazine, 
l,4-dioxo-l,2,3,4-tetoahy^ophth^a^me, ; 2-oxo-l,2-dihydro-qxiinoline, v2,4^, 
dioxo-l,4-dihydro^ 2,5-dioxp-2,3,4,5-tetrahydro.-lH- 
benzoje] [1 ,4] diazepine, or cinrioline . . ; : . : \ : . 

When L is a 5 or 6-inembered heteroaryi ring, preferred heteroaryl rings 

15 are pyridine, pypmidine, imidazole, thiazple, thiazolidine, pyrrole,: furan, 
thiophene, oxazole, or 1,2,4-triazole. , ^ : : 

Either or both rings of the bicyclic aryl or bicyclic heteroaryl group 
may be fully unsaturated, partially saturated,, or fully saturated. An oxo 
substituent on the bicyclic aryl or bicyclic heteroaryl moiety means that one of. 

20 the carbon atoms has a carbonyl group. A thiocarbonyl substituent on the 
bicyclic aryl or bicyclic heteroaryl moiety means that one of the carbon atoms 
has a thiocarbonyl group. 

When L is a 5 or 6-membered heteroaryl ring, it may be fully 
unsaturated, partially saturated, or fully saturated. The heteroaryl ring can be 

25 bound to A f via carbon or nitrogen. An oxo substituent on the heteroaryl ring 
means that one of the carbon atoms has a carbonyl group. A thip substituent on 
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the heteroaryl ring means that one of the carbon atoms has a thiocarbdnyl 
group. - , : 

The alkyl portion of the alkyl, alkbiy, alkanoyloxy, alkoxymethyl, 
alkanoyloxymethyl, alkylsulphiriyl, alkylsulfonyl, alkylsulfonaniido, 
5 alkoxycarbonyl, carboxyalkyl, carboalkoxyalkyl, alkanoylatnihd, : N- ^ 
alkylcarbamoyl, N 5 N-dialkylcarbamoyl N-alkyiaminoalkoxy and N,N- 
dialkylaminoalkbxy ■ include bbth straight chain as well as branched carbon 
chains. The cycloalkyl portions of cycloall^ 

cycloalkyl-N-alkylainindaLll^l; HN-cUcydo'^Iaminbali^i; ' ■ cycidalkyithib"" 

10 and azacycloalkyl substituents include both simple carbbcycles as well as 
carbocycles containing alkyl substituents. The aUcenyl portibH of tie alkenyl, 
alkenyloxy, alkenylsulfonamidb, substituents : include bo& ^straight chain as 
well as branched carbon chains and one or more sites of urisataratibfi and all 
possible configurational isomers. The alkynyl : portion of the alkynyl, 

1 5 alkynylsulfonamido, alkynyloxy, substituents include both slxaight chain as 
well as branched carbon chains and one or more sites of unsaturatidnl C^bbxy 
is defined as a -CO2H radical. Alkoxycarbonyl of 2-7 carbon atoriis is defined 
as a -C02R ,f radical, where R" is £n alkyl radical of 1-6 carbon Woms. 
Carboxyalkyl is defined as a HO2C-R" 1 - radical where R m is a divalent alkyl 

20 radical of 1-6 carbon atoms. Carboalkoxyalkyl is defined as a R"02C-R m - 
radical where R ,M is a divalent alkyl radical and where R" and R m may be the 
same or different, and together have 2-7 carbon atoms. Alkanoyl is defined as 
a -COR" radical, where R" is an alkyl radical of 1-6 carbon atoms. Alkenoyl is 
defined as a -COR" radical, where R fl is an alkenyl radical of 2-6 carbon 

25 atoms. Alkanoyloxy is defined as a -OCOR" radical, where R n is an alkyl 
radical of 1-6 carbon atoms. Alkanoyloxymethyl is defined as R"C02CH2- 
radical, where R" is an alkyl radical of 1-6 carbon atoms. Alkoxymethyl is 
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defined as R"OCH2- radical, where R" is an alkyl radical of 1-6 carbon atoms. 
Alkylsulphiriyl is defined as R"SO- radical, where R" is an alkyl radical of 1-6 
carbon atoms. Alkylsulfonyl is defined as R"SC>2- radical, where R" is an 
alkyl radical of 1-6 carbon atoms. Alkylsulfonamido, alkenylsulfonamido, 
5 alkynylsulfonamido are defined as R"S02NH- radical, where R" is an alkyl 
radical of 1-6 carbon atoms- an alkenyl radical of 2-6 carbon atoms, or an 
alkynyl radical of 2-6 carbon atoms, respectively. N-alkylcarbamoyl is defined 
as R ,f NHCO- radical, where R" is an alkyl radical of 1-6 carbon atoms. N,N- 
dialkylcarbamoyl is defined as R'R'NCO- radical, where R" is an alkyl radical 

10 of 1-6 carbon atoms, R is an alkyl radical of 1-6 carbon atoms and R f and R" 
may be the same or different. 

Het is a heterocycle, as defined above which in some cases when Het is 
substituted with =0 (carbonyl), the carbonyl group can be hydrated. Het may 
be bonded to W when q = 0 via a carbon atom on the heterocyclic ring, or 

15 when Het is a nitrogen containing heterocycle which also contains a saturated 
carbon-nitrogen bond, such heterocycle may be bonded to carbon, via the 
nitrogen when W is a bond. When q = 0 and Het is a nitrogen containing 
heterocycle which also contains an unsaturated carbon-nitrogen bond, that 
nitrogen atom of the heterocycle may be bonded to carbon when W is a bond 

20 and the resulting heterocycle will bear a positive charge. When Het is 
substituted with Rg, such substitution may be on a ring carbon, or in the case 
of a nitrogen containing heterocycle, which also contains a saturated carbon- 
nitrogen, such nitrogen may be substituted with Rg or in the case of a nitrogen 
containing heterocycle, which also contains an unsaturated carbon-nitrogen, 

25 such nitrogen may be substituted with R5 in which case the heterocycle will 
bear a positive charge. Preferred heterocycles include pyridine, 2,6- 



WO 01/47892 



PCT/US00/35516 



25 



disubstituted morpholine, 2,5-disubstituted thiomorpholine, 2-substituted 
imidazole, substituted thiazole, N-substituted imidazole, N-subsitituted 1,4- 
piperazine, N-subsitituted piperidine, and N-substituted pyrrolidine. 

5 The compounds of this invention may contain one or more asymmetric^ 

carbons atoms; in such cases, the compounds of this invention include the 
individual diasteromers, the racemates, and the individual R and S< ' 
enantiomers thereof. Some of , the compounds of this invention may contain 
one or more double bonds; in such cases, the compounds; of this invention 
10 include each of the possible configurational isomers as well as mixtures of 
these isomers. 

Preferred compounds of the invention are selected from: 
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wherein Ar, R l3 R 2 , R, and are as defined above. 



More preferred compounds of this invention are described below; 

5 Except as otherwise indicated below, the substituents are as defined "above. 

/ 

A. Compounds according to the formula 1 , having the structure 




or a pharmaceutically acceptable salt thereof. 



B. Compounds according to formula 1, hkving the structure 



15 




X is selected from NH, sulfur or oxygen; 
or a pharmaceutically acceptable salt thereof. 
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C. Compounds according to formula 1, having the structure 




5 X is selected from NH, sulfur, or oxygen; 
or a pharmaceutical^ acceptable salt thereof. 

■ - . ' .- " -v* 
D. Compounds according to formula 1, having the structure 



10 




wherein 

R2 is hydrogen, amino, trifluoromethyl, alkyl of 1-6 carbon atoms, cycloalkyl 
of 3-8 carbon atoms, alkenyl of 2-6 carbon atoms, alkynyl of 2-6 

15 carbon atoms, alkenyloxy of 2-6 carbon atoms, hydroxyalkyFof 1-6 

carbon atoms, mercaptoalkyl of 1-6 carbon atoms, Kalomethyl, 
alkoxymethyl of 2-7 carbon atoms, alkoxy of 1-6. carbon atoms, 
cycloalkoxy of 3-8 carbon atoms, alkylthio of 1-6 carbon atoms, 
cycloalkylthio of 3-8 carbon atoms, alkylsulphinyl of 1-6 carbon 

20 atoms, alkylsulfonyl of 1-6 carbon atoms, alkylsulfonamido of 1-6 
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carbon atoms, cyano, carboxy, alkoxycarbonyl of 2-7 carbon atoms, 
alkanoyl of 2-7 carbon atoms, phenylamino, ben2ylamino, phenoxy, 
phenyl, thiophenoxy, benzyl, alkylamiho of 1-6 carbon atoms, 
alkanbyloxy of 1-6 carbon atoms, alkenoyloxy of 3-8 carbon atoms, 
alkynoyloxy of 3-8 carbon atoms, carbamoyl, N-alkylcarbamoyl of 2-7 
carbon atoms, N,N-dialkylcarbamoyl of 3-13 carbon atoms, 
dialkylamino of 2 to 12 carbon atoms, 

- , (C(Rs) 2 )p ,.. •• 

■ • » . R7-(C(R6)2)p^ N x / N-(G(R 6 ) 2 )k-V- • t R 8 R 9 -CH-M-(C(R6) 2 ) k -V- 

Ry-CCdRe^g-y- ,. \ R7-(C(R6) 2 ) p -M-(C(R 6 ) 2 ) k -V- ... 



R 5 -CpNH(CH 2 ) q - , Rs ,CN 

Rs (CH 2 ), 



q . 



R 5 _, .CONH(CH 2 ) q - R 5 C> R 5 HN 

R ^N 0 - .)r-NH(CH 2 ) qr >"NH(CH 2 ) C 

K 5 K5 : 1 ' o ' O 

(R 5 ) 2 N R 5 HN" (R 5 ) 2 N 

V-NH(CH2) q - >-NH(CH 2 ) q - >~NH(CH 2 ) q 
O , S S 



or a pharmaceutically acceptable salt thereof; 



E. Compounds according to formula 1, having the structure 
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R2 is hydrogen, amino, trifluoromethyl, alkyl of 1-6 carbon atoms, cycloalkyl 
5 of 3-8 carbon atoms, alkenyl of 2-6 carbon atoms, alkynyl of 2-6 

carbon atoms, alkenyloxy of 2-6 carbon atoms, hydroxyalkyl of 1-6 
carbon . atoms, mercaptoalkyli of 1-6 carbon atoms, halomethyl, 
alkoxymethyl of 2-7 carbon atoms, alkoxy of 1-6 carbon atoms, 
cycloalkoxy of 3-8 carbon atoms, alkylthio of 1-6 carbon atoms, 

10 cycloalkylthio of 3-i8 carbon ' atoms, alkylsulphinyl of i-6 carbon 

atoms, alkylsulfonyl of 1-6 carbon atoms, alkylsulfonamido of 1-6 
carbon atonis, cyanb, carboxy, alkoxycarbbriyl of 2-7 carbon atoms, 
alkanoyl of 2-7 carbon atoms, phenylamino, benzylamino, phenoxy, 
phenyl, thiophenoxy, benzyl, alkylamino of 1-6 carbon atoms, 

15 alkanoyloxy of 1-6 carbon atoms, alkenoyloxy of 3-8 carbon atoms, 

alkynoyloxy^of 3-8 carbon atoms, carbamoyl, N-alkylcarbamoyl of 2-7 
carbon atoms, N,N-dialfeylcarbamoyl of 3-13 carbon atoms, 
dialkylamino of 2 to 12 carbon atoms, 

(C(R6) 2 ) P 

R 7 -(C(R6) 2 )p-N x U-iCiReMrV- R 8 R 9 -CH-M-(C(R6) 2 ) k -V- 

20 ( C ( R 6)2)p 
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R7-(C(R6)2) g -V- , R7-(C(R 6 ) 2 ) p -M-(C(R 6 ) 2 ) r V- . 

HeHCCRe^-W-CqRe)^- . Ph-(C(R6)2) q ^-(C(R6) 2 )k-V- • 
R 5 -CONH(CH 2 ) q - , R^_^CN= v^: 

■- ' ~ R5 (CH 2 ) q - , 

R 5 .CONHfCHzV R 5 0 R 5 HN 

R ^=< D ^NH(CH 2 ) q - ^NH(CH 2 ) q - 

K 5 r<5 O 1 O 1 

(Rs)2K " " ' R5HK1; ^ r J (R^N. 1 

V-NH(CH 2 V ,>-NH(GH 2 V _ r * ; ^-NH(CH 2 ) q 
O , S V S 



F. Compounds according to formula 1 having the structure 



R 




10 Ri is hydrogen, hydroxymethyl, aminqmethyl, _N-alkylaminomethyl of 2-6 
carbon atoms, N,N-diaIkylaminomethyl of 3-12 carbon atoms, N- 
cycloalkylaminomethyl of, 4-9 carbon atoms, N-cycloalkyl-N- 
alkylaminoalkyl of 5-16 carbon atoms, N,N-dicycloalkylaminomethyl 
of 7-18 carbon atoms, morpholino-N-methyl, piperidino-N-methyl, N- 

15 alkyl-piperazino-N-methyl wherein the alkyl group is 1-6 carbon 

atoms, azacycloalkyl-N-methyl of 3-6 carbon atoms, N- 
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(hydroxyalkyl)aminomethyl of 3-7 carbon . atoms, N,N- 
di(>ydroxyalkyl)aminomethyl of 5-12 carbon atoms, N- 
(hydroxycyclbal^ of 4-9 carbon atoms, N- 

(hydroxycycloalkyl)-N-(hydroxyalkyi)amino of 6-16 carbon 

5 atoms, or N,N-di(bydroxycycloalkyl)aiiiinomethyl of 7-18 carbon 

atoms; ^ \- : ;' 

R2 is hydrogen; V 

R3 is hydrogen, alkyl of 1-6 carbon atoms, cycloalkyl of 3-8 carbon atoms, 
^H-alkenyl of 2-6 carbon atoriis, alkynyl of 2-6 carbon atoms, v 
1 0 hydroxyalkyl of 2-6 carbon atoms; mercaptoalkyl of 2-6 carbon atoms, 

phenyl, benzyl, 



(C(R6) 2 ) P . . . . 

R7-(C(R6) 2 )— ^-(CCRsJzV R 8 R 9 -CH-M-(C(R 6 ) 2 ) p - ( 
(C(R6) 2 ) P 



R 7 -(C(R 6 ) 2 ) P - . R7-'(C(R 6 ) 2 ) p -M-(C(R 6 ) 2 ) p - , 

15 Het-(C(R 6 ) 2 ) q -W-(C(R 6 ) 2 ) p - . Ph-(C(R6) 2 ) q -W-(C(R 6 ) 2 ) p - , 

or a pharmaceutical^ acceptable salt thereof. 

G. Compounds according to formula 1, having the structure 
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R2 and R3 are hydrogen; 

or a pharmaceutical^ acceptable salt thereof. 



H. Compounds according to fonriiila 1, having the structure 




V3 



10 R3 is hydrogen; 

or a pharmaceutical^ acceptable salt thereof. / \, : > . . : - 

I. Compounds according to formula 1, having the structure 
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R2 is hydrogen, amino, hydroxyamino, trifluoromethyl, alkyl of 1-6 carbon 
atoms, cycloalkyl of 3-8 carbon atoms, alkenyl of 2-6 carbon atoms, 
alkynyl of 2-6 carbon atoms, alkenyloxy of 2-6 carbon atoms, 
hydroxyalkyl of 1-6 carbon atoms, mercaptoalkyl of 1-6 carbon atoms, 
5 halomethyl, alkoxymetbyl of 2-7 carbon atoms, alkoxy of 1-6 carbon 

atoms, cycloalkoxy of 3-8 carbon atoms, alkylthio of 1-6 carbon atoms, 
cycloalkyltbio of 3-8 carbon atoms, alkylsulphinyl of 1-6 carbon 
atoms, alkylsulfonyl of 1-6 carbon atoms, alkylsulfonamido of 1-6 
carbon atoms, alkenylsulfonamido of 2-6 carbon atoms, 

10 alkynylsulfonamido of 2-6 carbon atoms, cyano, carboxy, 

alkoxycarbonyl of 2-7 carbon atoms, alkanoyl of 2-7 carbon atoms, N- 
alkyl-N-alkenylamino of 4 to 12 carbon atoms, N,N-dialkenylamino of 
6-12 carbon atoms, phenylamino, alkanoyloxy of 1-6 carbon atoms, 
alkenoyloxy of 3-8 carbon atoms, alkynoyloxy of 3-8 carbon atoms, 

I 5 carbamoyl, N-alkylcarbamoyl of 2-7 carbon atoms, N,N- 

dialkylcarbamoyl of 3-13 carbon atoms, benzylamino, phenoxy, 
phenyl, thiophenoxy, benzyl, dkylamino of 1-6 carbon atoms, 
dialkylamino of 2 to 12 carbon atoms, 

(C(R 6 ) 2 ) P ; - ' 

R 7 -(C(R 6 ) 2 )— ^-(CiRehfcV- R 8 R 9 -CH-M-(C(R 6 ) 2 ) k ~V- 
20 (C(R 6 )2) P 

R 7 -(C(R 6 ) 2 ) g -V- , R7-(C(R 6 ) 2 ) p -M-(C(R 6 ) 2 ) k -V- . 

Het-(C(R 6 ) 2 ) q -W-(C(R 6 ) 2 ) k -V- . Ph-(C(R 6 ) 2 ) q -W-(C(R 6 ) 2 ) k -V- , 
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R 5 -CONH(CH2) q - t R 5 = CONH(CH2) q - f 

Rsv.CN R^ CONH(CH2) q - 

R 5 / ^~^(CH 2 ) q - R 5 R 5 ( 

(R 5 ) 2 N R 5 C- R 5 HN 

y-NH(CH2) q - ^-NH(CH 2 ) q - ^-NH(CH 2 ) P 
O , O ■ O 

R 5 HN (R 5 ) 2 N ... 

>-NH(CH 2 ) q - or ^NHCCH^-. 

s s 



R3 is hydrogen, alkyl of 1-6 carbon atoms, cycloalkyl of 3-8 carbon atoms, 
alkenyl of 2-6 carbon atoms, alkynyl of 2-6 carbon atoms, 
5 hydroxyalkyl of 2-6 carbon atoms; mercaptoalkyl of 2-6 carbon atoms, 

phenyl, benzyl, 



(C(R6)2)p 

R7-(C(R6) 2 )p— ; ^-(CCReW^ f RsRg-CH-M-CCtReJ^pr ; 
, (ciRe)2) P 



R7"(C(R 6 )2) P - . R7-(C(R6)2)p-M-(C(R 6 ) 2 ) p - , 

10 Het-(C(R 6 ) 2 ) q -W;(C(R 6 ) 2 ) p . . Ph-(C.(R 6 ) 2 ) q -W«(^ , 



15 



or a pharmaceutically acceptable salt thereof. 

J. Compounds according to the formula 1, having the structure 
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10 Ar is a phenyl ring which may be optionally mono-, di- or tri-substituted with 
a substituent selected from the group consisting of halogen, alkyl of 1- 
6 carbon atoms, alkenyl of 2-6 carbon atoms, alkynyl of 2-6 carbon 
atoms, azido, hydroxyalkyl of 1-6 carbon atoms, halomethyl, 
alkoxymethyl of 2-7 carbon atoms, alkanoyloxymethyl of 2-7 carbon 

15 atoms, alkoxy of 1-6 ' carbon atoms, alkylthio of 1-6 carbon atoms, 

hydroxy, trifluoromethyl, cyano, nitro, carboxy, alkoxycarbonyl of 2-7 
carbon atoms, alkanoyl of 2-7 carbon atoms, benzoyl, amino* 
alkylamino of 1-6 carbon atoms, dialkylamino of 2-12 carbon atoms, 
alkanoylamino of 1-6 carbon atoms, alkenoylamino of 3-8 carbon 

10 atoms, alkynoylamino of 3-8 carbon atoms, alkanoyloxy of 1-6 carbon 
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10 



atoms, alkenoyloxy of 3-8 carbon atoms,, alkynoyloxy of 3-8 carbon 
atoms, carbamoyl^ carbon atoms, N,N- 

dialkylcarbamoyl of 3-13 carbon atoms, and benzoylamino; or 

Ar is the radical: r > r 

/A'. T .L 

Rl and R4 are hydrogen; 

or a pharmaceutical^ acceptable salt thereof. 

L. Compounds according to formula 1 , haying the structure . 

„Ar 




Ar is a phenyl ring which may be optionally mono-, di- or tri-substituted with 
a substituent selected from the group consisting of halogen, alkyl of 1- 

15 6 carbon atoms, alkenyl of 2-6 carbon atoms, alkynyl of 2-6 carbon 

atoms, azido, hydroxyalkyl .of 1-6 carbon atoms, halomethyl, 
alkoxymethyl of 2-7 carbon atoms, alkanoyloxymethyl of 2-7 carbon 
atoms, alkpxy of 1-6 carbon atoms, aJ^lthio of 1-6 carbon atoms, 
hydroxy, trifluoromethyl, cyano, nitro, carboxy, alkoxycarbonyl of 2-7 

20 carbon atoms, alkanoyl of 2-7 carbon atoms, benzoyl, amino, 

alkylamino of 1-6 carbon atoms, dialkylamino of 2-12 carbon atoms, 
alkanoylamino of 1-6 carbon atoms, alkenoylamino of 3-8 carbon 
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atoms, alkynoylamino of 3-8 carbon atoms, alkanoyloxy of 1-6 carbon 
atoms, alkenoyloxy of 3-8 carbon atoms, alkyhoyloxy of 3-8 carbon 
atoms, carbamoyl, N-alkylcarbamoyl of 2-7 carbon atoms, N,N- 
dialkylcarbamoyl of 3-13 carbon atoms, and benzoylamino; of 
5 Ar is the radical: 
A' L 

R4 is hydrogen and 

one or two of the substituents Ri , R2 and R3 are as defined above, the 
remaining being hydrogen; ' 
10 or a pharmaceutically acceptable salt thereof. 

M. Compounds according to formula 1 , having the structure 



15 




R 



Ar is a phenyl ring which may be optionally mono-, di- or tri-substituted with 
a substitiient selected from the group consisting of halogen, alkyl of 1- 
6 carbon atoms, alkeriyl of 2-6 carbon atoms, alkyhyi of 2-6 carbon 
atoms, azido, hydroxyalkyl of 1-6 carbon atoms, haloniethyl, 
20 alkoxyniethyl of 2-7 carbon atoms, alkanoyloxymethyl of 2-7 carbon 

atoms, alkoxy of 1-6 carbon atoms, alkylthio of 1-6 carbon atoms, 
hydroxy, trifluoromethyl, cyano, nitro, carboxy, alkoxycarbonyl of 2-7 
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carbon atoms, alkanoyl of 2-7 carbon atoms, benzoyl, amino, 
alkylamino of 1-6 carbon atoms, dialkylamino of 2-12 carbon atoms, 
alkanoylamino of 1-6 carbon atoms, alkenoylamino of 3-8 carbon 
atoms, alkynoyljEunino of 3-8 carbon atoms, alkanoylqxy of 1-6 carbon 
5 atoms, alkenoyloxy of 3-8 carbon atoms, alkynoylpxy of 3-8 carbon 

atoms, carbamoyl, N-alkylcarbampyl of 2-7 carbon\ atoms, N,N- 
dialkylcarbamoyl of 3-13 carbon atoms, and benzoylamino; or * 
Ar is the radical: . - w : ^ : O r :* '> 

A 1 L 

1 ; 

10 R4 is hydrogen and 

one or two of the substituents Rf,:R2 and R3 are as herein above described, 
the remaining l^eing hydrogen; ; >: »■ .-: 

or a pharnaaceutically acceptable salt thereof 

15 N. Compounds according to formula 1, having the structure 




Ar is a phenyl ring which majr be optionally mono-, di- or tri-substituted with 
20 a substituent selected from the group consisting of halogen, alkyl of 1- 

6 carbon atoms, alkenyl of 2-6 carbon atoms, alkynyl of 2-6 carbon 
atoms, azido, hydroxyalkyl of 1-6 carbon atoms, halomethyl, 
alkoxymethyl of 2-7 carbon atoms, alkanoyloxymethyl of 2-7 carbon 
atoms, alkoxy of 1-6 carbon atoms, alkylthio of 1-6 carbon atoms, 
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hydroxy, trifluoromethyl, cyano, nitro, carboxy, alkoxycarbonyl of 2-7 
carbon atoms, alkanoyl of 2-7 carbon atoms/ benzoyl, amino, 
alkylamino of 1-6 carbon atoms, dialkylamino of 2-12 carbon atoms, 
alkarioylamihb of 1-6 carbon atoms, alkenoylamino of 3-8 carbon 
5 atoms, alkynoylamino of 3-8 carbon atoms, alkahoyloxy of 1-6 carbon 

atoms, alkenoyloxy of 3-8 carbon atoms; alkynoyloxy of 3-8 carbon 
atoms, carbamoyl, N-alkylcarbamoyr of 2-7 carbon atoms^ N,N- 
dialkylcarbamoyl of 3-1 3 carbon atoms, and benzoylamino; or 
Ar is the radical: 




R2 is hydrogen, amino, trifluoromethyl, alkyl of 1>6 carbon atoms; cycloalkyl 
of 3-8 carbon atoms, alkenyl of 2-6 carbon atoms,; alkynyl of 2-6' 
carbon atoms^ alkenyloxy of 2-6 carbon atoms, hydroxyalkyl of 1-6 
carbon atoms, mercaptoalkyl of 1-6 carbon atoms, halomethyl, 

15 alkoxymethyl of 2-7 carbon atoms, alkoxy of 1-6 carbon atoms, 

cycloalkoxy of 3-8 carbon atoms, alkylthio of 1-6 carbon atoms, 
cycloalkylthio of 3-8 carbon atoms, alkylsulphinyl of 1-6 carbon 
atoms, alkylsulfonyl of 1-6 carbon atoms, alkylsulfonamido of 1-6 
carbon atoms, cyano, carboxy, alkoxycarbonyl of 2-7 carbon atoms, 

20 alkanoyl of 2-7 carbon atoms, phenylamino, benzylamino, phenoxy, 

phenyl, thiophenoxy, ben2yl, alkylamino of 1-6 carbon atoms, 
alkanoyloxy of 1-6 carbon atoms, alkenoyloxy of 3-8 carbon atoms, 
alkynoyloxy of 3 -8 carbon atoms, carbamoyl, N-alkylcarbamoyr of 2-7 
carbon atoms, N,N-dialkylcarbamoyl of 3-13 : carbon atoms, 

25 dialkylamino of 2 to 12 carbon atoms, 
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(C(R 6 )2) P 

R7-(C(R 6 )2)— N. . ^-(CCRe^k-V. R 8 R 9 -CH-M-(C(R 6 ) 2 ) k -V. , 
(C(R 6 )2)p 



R 7 -(C(R 6 )2) g -V- , Rr^ReJ^pTM-C^Re)^, , 

Het.(C(R 6 ) 2 ) q -W-(C(R 6 ) 2 ) k .V. , Ph-(C(R 6 ) 2 ) q .W-(C(R 6 ) 2 ) k -V- 

5 or a pharmaceutically ^acceptable salt thereof. 

i O. Compounds according to formula 1, havihg the structure 




10 



Ar is a phenyl ring which may be optionally mono-, di- or tri-substituted with 
a .substituent selected from the group consisting of halogen, alkyl of 1- 
6 carbon atoms, alkenyl of 2-6 carbon atoms, alkynyl of 2-6 carbon 

15 atoms, , azido,~ hydroxyalkyl- of 1-6 carbon atoms, haloinethyl, 

alkoxymethyl of 2-7 carbon atoms, alkanoyloxymethyl of 2-7 carbon 
atoms, alkoxy of 1-6 carbon atoms, alkylthio of 1-6 carbon atoms, 
hydroxy, trifluoromethyl, cyano, nitro, carboxy, alkoxycarbonyl of 2-7 
carbon atoms, alkanoyl of 2-7 carbon atoms, benzoyl, amino, 

20 alkylamino of 1-6 carbon atoms, dialkylamino of 2-12 carbon atoms, 
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alkanoylamino of 1-6 carbon atoms, alkenoylamino of 3-8 carbon 
atoms, alkynoylamino of 3-8 carbon atoms, alkanoylbxy of 1-6 carbon 
atoms, alkenoyloxy of 3-8 carbon atoms, alkenoyloxy of 3-8 carbon 
atoms, carbamoyl, N-alkylcarbamoyl of 2-7 carbon atoms, N,N- 
5 dialkylcarbamoyl of 3-13 carbon atoms, and benzoylamino; or 

Ar is the radical: 

R2 is hydrogen, amino, trifluoromethyl, alkyl of 1-6 carbon atoms, cycloalkyl 
of 3-8 carbon atoms, alkenyl of 2-6 carbon atoms, alkynyl of 2-6 

10 carbon atoms, ^lke^ylo^cy^ of 2-6 carbon atoms, hydroxyalkyl of 1-6 

carbon atoms, mercaptoalkyl of 1-6 carbon atoms, halomethyl, 
alkoxymethyl of 2-7 carbon atoms, alkoxy of 1-6 carbon atoms, 
cycloalkoxy of 3-8 carbon atoms, alkylthio of 1-6 carbon atoms, 
cycloalkylthio of 3-8 carbon atoms, alkylsulphinyl of 1-6 carbon 

15 atoms, alkylsulfonyl of 1-6 carbon atoms, aljkylsulfonamido of 1-6 

carbon atoms, cyano, carboxy, alkoxycarbonyl of 2-7 carbon atoms, 
alkanoyl of 2-7 carbon atoms, phenylamino, benzylamino, phenoxy, 
phenyl, thiophenoxy, benzyl, alkylamino of i-6 carbon atoms, 
alkanoyloxy of 1-6 carbon atoms, alkenoyloxy of 3-8 carbon atoms, 

20 alkynoyloxy of 3-8 carbon atoms, carbamoyl, N-alkylcarbamoyl of 2-7 

carbon atoms, HN-dialkylcarbamoyl of 3-13 carbon atoms, 
dialkylamino of 2 to 12 carbon atoms, 



(C(R 6 ) 2 ) P ... 
/ \ 

- Rr(C(R 6 ) 2 )— N x ^-(C(R 6 ) 2 ) k -V- or R 8 R 9 -CH-M-(C(R 6 ) 2 ) k A/- 

(C(R 6 )2)p ■ . . 
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R7-(C(R 6 )2) g -V- . R 7 -(C(R 6 ) 2 )p-M-(C(R 6 ) 2 ) k -V- , 

Het-(C(R 6 ) 2 ) q -W-(C(R 6 ) 2 ) k -V- . Ph-(C(Fy 2 ) q -W-(C(R6)2) k -V- 
or a pharmaceutically acceptable salt thereof. 

5 

P. Compounds according to formula 1 , having the structure. 





Ar 






/ 




R 3 





CN 



10 

Ar is a phenyl ring which may be optionally mono-, di- or tri-substituted with 
a substituent selected from the group consisting of halogen, alkylof 1- 
6 carbon atoms, alkenyl of 2-6 carbon atoms, alkynyl of 2-6 carbon 
atoms, azido, hydroxyalkyl of 1-6 carbon atoms, halomethyl, 

15 alkoxymethyl of 2-7 carbon atoms, alkanoyloxymethyl of 2-7 carbon 

atoms, alkoxy of 1-6 carbon atoms, alkylthio of 1-6 carbon atoms, 
hydroxy, trifluoromethyl, cyano, nitro, carboxy, alkoxycarbonyl of 2-7 
carbon atoms, alkanoyl of 2-7 carbon atoms, benzoyl, amino, 
alkylamino of 1-6 carbon atoms, dialkylamino of 2-12 carbon atoms, 

20 alkanoylamino of 1-6 carbon atoms, alkenoylamino of 3-8 carbon 

atoms, alkynoylamino of 3-8 carbon atoms, alkanoyloxy of 1-6 carbon 
atoms, alkenoyloxy of 3-8 carbon atoms, alkynoyloxy of 3-8 carbon 
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atoms, carbamoyl, N-alkylcarbamoyl of 2-7 carbon atoms, N,N- 
dialkylcarbamoyl of 3-13 carbon atoms, and benzoylamino; or 
Ar is the radical: 

A' I 

T ; 

5 Ri is hydrogen, hydroxymethyl, aminomethyl, N-alkylaminomethyl of 2-6 
carbon atoms, N,N-dialkylaimnomethyl of 3-12 carbon atoms, N- 
cycloalkylaminomethyl of 4-9 carbon atoms, N-cycloalkyl-N- 
alkylamihoalkyl of 5-16 carbon atoms, N,N-dicycloalkylaminomethyl 
of 7-18 carbon atoms, morpholino-N-methyl, piperidino-N-methyl, N- 

10 alkyl-piperazino-N-methyl wherein the alkyl group is 1-6 carbon 

atoms, azacycIoalkyl-N-methyl of 3-6 carbon atoms, N- 
(hydroxyalkyl)aminomethyl of 3-7 carbon atoms, N,N- 
di(hydroxyaIkyl)aminomethyl of 5-12 carbon atoms, N- 
(hydroxycycloalkyl)aminomethyl of 4-9 carbon atoms, N- 

15 (^ydroxycycloalkyl)-N-(hy<froxyalkyl)aniinoalkyl of 6-16 carbon 

atoms, or N,N-ch(hydroxycycloalkyl)aminomethyl of 7-18 carbon 
atoms; 
R2 is hydrogen; 

R3 is hydrogen, alkyl, of. 1-6 carbon atoms, cycloalkyl of 3-8 carbon atoms, 
20 alkenyl of 2-6 carbon atoms, alkynyl of 2-6 carbon atoms, 

hydroxyalkyl of 2-6 carbon atoms; mercaptoalkyl of 2-6 carbon atoms, 
phenyl, benzyl, 

/ (C(R 6 ) 2 ) P . 

Rr(C(R6) 2 )— N-(C(R6)2) k - R 8 R9-CH-M-(C(R 6 ) 2 ) p - 
(C(RbW p 
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R 7 -(C(R 6 )2) p - . RHCCReWp-M-^Rek),,- , 

Het-(C(R 6 ) 2 ) q -W-(C(R 6 ) 2 ) p - ... Ph-(C(R 6 ) 2 ) q -W-(C(R 6 )2) p - , 

5 or a pharmaceutically acceptable salt thereof. 
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Q. Compounds according to formula 1, having the structure 




Ar is a phenyl ring which may be optionally mono-, di- or tri-substituted with 
a substituent selected from the group consisting of halogen, alkyl of 1- 
6 carbon atoms, alkenyl of 2-6 carbon atoms, alkynyl of 2-6 carbon 
atoms, azido, hydroxyalkyl of 1-6 carbon atoms, halomethyl, 

10 alkoxymethyl of 2-7 carbon atoms, alkanoyloxymethyl of 2-7 carbon 

atoms, alkoxy of 1-6 carbon atoms, alkylthio of 1-6 carbon atoms, 
hydroxy, trifluoromethyl, cyano, nitro, carboxy, alkoxycarbonyl of 2-7 
carbon atoms, alkanoyl of 2-7 carbon atoms, benzoyl, amino, 
alkylamino of 1-6 carbon atoms, dialkylamino of 2-12 carbon atoms, 

15 alkanoylamino of 1-6 carbon atoms, alkenoylamino of 3-8 carbon 

atoms, alkynoylamino of 3-8 carbon atoms, alkanoyloxy of 1-6 carbon 
atoms, alkenoyloxy of 3-8 carbon atoms, alkynoyloxy of 3-8 carbon 
atoms, carbamoyl, N-alkylcarbamoyl of 2-7 carbon atoms, N,N- 
dialkylcarbamoyl of 3-13 carbon atoms, and benzoylamino; or 

20 Ar is the radical: 




R2 and R3 are hydrogen; 

or apharmaceutically acceptable salt thereof 
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R. Compounds according to formula 1 , having the structure 




5 Ar is a phenyl ring which may be optionally mono-, di- or tri-substituted with 
a substituent selected from the group consisting of halogeri^ alkyl of 1 - 
6 carbon atoms, alkenyl of 2r6 carbon atoms; alkynyl of 2-6 carbon 
atoms, azido,. hydfoxyalkyl of 1-6 carbon atoms, halomethyl, 
■ ■ - . alkoxymethyl of 2-7 carbon- atoms, alkanoyloxymethyl of 2-7 carbon 

10 atoms, alkbxy of l>6;carbon atoms," alkylthio of 1-6 carbon atoms, 

hydroxy^ trifluoromethyli cyano, nitro, carboxy, alkoxycarbbnyl of 2-7 
carbon atoms, alkanoyl of 2-7 carbon' atoms, benzoyl amino, 
alkylamino of lr6 carbon atoms, dialkylamino of 2-12 carbon atoms, 
alkanoylamino of 4-6 carbon atoms, alkenoylamino of 3-8- carbon 

15 atoms, alkynoylamino of 3-8 carbon atonis, alkahoylbxy of 1-6 carbon 

atoms, alkenoyloxy of 3-8 carbon atoms, alkynoyloxy of 3-8 carbon 
atoms, carbamoyl, N-alkylcarbamoyl of 2-7 carbon * atoms, N,N- 
dialkylcarbamoyl of 3- 1 3 carbon atoms, and benzoylamirio; or 
Ar is the radical: 

20 ' T ; 

R3 is hydrogen; 

or a pharmaceutical^ acceptable salt thereof. 
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S. Compounds according to formula 1, having the structure 





HN' Ar 


*r< if 

R 3 





5 Ar is a phenyl ring which may be optionally mono-* di- or tri-substituted with : 
a substituent .selected from the group consisting of halogen, alkyi of 1- 
% 6 carbon atoms^ alkenyl of 2^6 carbon atoms, alkynyl of 2-6 carbon 
t atoms, azido, hydroxyalkyl of 1-6 : carbon atoms, halomethyl, 
: , r alkoxymethyl of 2-7 carbon atoms, alkanoylbxymethyl of 2-7 carbon 
10 atoms^ alkoxy of 1-6; carbon atoms, alkylthio of 1-6 carbon atoms, 

• . hydroxy, trifluoromethyl, cyano, nitro^ carboxy; alkoxycarbonyl of 2-7 
: - . carbon- atoms, alkanoyl of 2-7 carbon atoms,- ^ benzoyl; ainino, 
c alkylamino of 1-6 carbon atoms, dialkylamino of 2-12 carbon atoms, 
^anoylainino of ? 1-6 carbon atoms, alkenoylamino of 3-8 carbon 
15 atoms, alkynoylamino of 3-8 carbon atoms, alkanoyloxy of 1-6 carbon 

atoms, alkenoyloxy of 3.-8 carbon atoms, alkynoyloxy : of 3-8 carbon 
atoms, carbamoyl, N-alkylcarbamoyl of 2-7 carbon atoms, N,N- 
dialkylcarbamoyl of 3-13 carbon atoms, and benzoylamino; or 
Ar is the radical: 




R2 is hydrogen, amino, hydroxyamino, trifluoromethyl, alkyl of 1-6 carbon 
atoms, cycloalkyl of 3-8 carbon atoms, alkenyl of 2-6 carbon atoms, 
alkynyl of 2-6 carbon atoms, alkenyloxy of 2-6 carbon atoms, 
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hydroxyalkyl of 1-6 carbon atoms, mercaptoalkyl of 1-6 carbon atoms, 
halomethyl, alkoxymethyl of 2-7 carbon atoms, alkoxy of 1-6 carbon 
atoms, cycloalkoxy of 3-8 carbon atoms, alkylthio of 1-6 carbon atoms, 
cycloalkylthio of 3-8 carbon atoms, alkylsulphinyl of 1-6 carbon 
atoms, aUcylsulfonyl of 1-6 carbon atoms, alkylsulfonamido of 1-6 
carbon atoms, alkenylsulfonamido of 2-6 carbon atoms, 
alkynylsulfonamido of 2-6 carbon atoms, cyano, carboxy, 
alkoxycarbonyl of 2-7 carbon atoms, alkanoyl of 2-7 carbon atoms, N- 
alkyl-N-alkenylamino of 4 to 12 carbon atoms, N,N-dialkenylamino of 
6-12 carbon ;atoms, phenylamino, alkanoyloxy of 1-6 carbon atoms, 
alkenoyloxy of 3-8 carbon atoms, alkynoyloxy of 3-8 carbon atoms, 
carbamoyl, N-alkylcarbamoyl of 2-7 carbon atoms, N,N- 
dialkylcarbamoyl of 3-13 carbon 3 atoms, benzylamino, phenoxy, 
phenyl, thiophenoxy, benzyl, alkylamino of 1-6 carbon atoms, 
disd^lamino of 2,to 12 carbon atoms, : 

(C(R6) 2 )p 

/ \ •' 

R7-(C(R 6 )2)— N x v N-(C(Re)2)k-V- t R 8 R 9 -CH-M-(C(R 6 ) 2 ) k -V- , 

(C(R 6 )2) P : ' : 

R7-(C(R 6 ) 2 ) g -V- , R7-(C(R 6 )2) P -M-(C(R 6 ) 2 ) k -V- , 

Het-(C(R 6 ) 2 ) q -W-(C(R 6 ) 2 ) k -V- Ph^^Re^-Vy^CCRgJ^k-V- . 

R3 is hydrogen, alkyl of 1-6 carbon atoms, cycloalkyl of 3-8 carbon atoms, 
alkenyl of 2-6 carbon atoms, all<ynyl of 2-6 carbon atoms, 
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hydroxyalkyl of 2-6 carbon atoms; mercaptoalkyl of 2-6 carbon atoms, 
phenyl, benzyl, ; / 



:. • (C(Rs) 2 ) p : : . < >' \k ; ', 1 ; ■ 

Rr(C(Rs) 2 )— N. " y*-(C(Re) 2 ) k -" ; R 8 R 9 -CH-M-(C(R6)2),: 

(C(Rs) 2 ) p .-■!-•,' '■■<:> ■■■■■ 



Rz-^Re)^- P - R7 i (C(R6) 2 )^-M-(C(R 6 ) 2 )^ *\ - 
> , Het-(C(R 6 ) 2 ) q .W-(C(R 6 )2) p - i- :•. ' Ph^Re^^^R^ , 

or a phanhaceutically acceptable salt thereof, ~ 

T. Compounds according to formula 1 ; having the striicfiire 




CN 



15 Ar is a phenyl ring which may be optionally mono-, di- or tri-substituted with 
a substituent selected from the group consisting of halogen, alkyl of 1- 
6 carbon atoms,* alkenyl of 2-6 carbon atoms, alkyfiyl of 2-6 carbon 
atoms, azido, hydroxyalkyl of . 1-6 carbon atoms, halomethyl, 
alkoxymethyl of 2-7 carbon atoms, alkanoyloxymethyl of 2-7 carbon 
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atoms, alkoxy of 1-6 carbon atoms, alkylthio of 1-6 carbon atoms, 
hydroxy, trifluoromethy], cyano, nitro^ carboxy, alkoxycarbonyl of 2-7 
carbon atoms, alkanoyl of 2-7 carbon atoms, benzoyl, amino, 
alkylamino of 1-6 carbon atoms, dialkylamino of 2-12 carbon atoms, 
5 alkmoylamino of 1-6 carbon atoms, alkenoylamino of 3-8 carbon 

atoms, alkynoylamino of 3-8 carbon atoms, alkanoyloxy of 1-6 carbon 
atoms, alkenoyloxy of 3-8 carbon atoms, alkynoyloxy of 3-8 carbon 
atoms, carbamoyl, N-alkylcarbamoyl of 2-7 carbon atoms; N,N- 
dialkylcarbamoyl of 3-13 carbon atoms, and benzoylamiho;.or 
10 Ar is the radical: 




Rl and R4 are hydrogen; . . > 

or a pharmaceutical^ acceptable salt therepf. 

15 Another group of preferred compounds of the present invention are 

those in which: 

1) Ar is a phenyl ring which may be optionally mono-, di- or tri- 
substituted 

with a substituent selected from the group consisting of 

20 halogen, alky! v 

of 1-6 carbon atoms, alkenyl of 2-6 carbon atoms, alkynyl of 2- 
6 carbon atoms, azddo, hydroxyalkyl of 1-6 carbon atoms, 
halomethyl, alkoxymethyl of 2-7 carbon atoms, 
alkanoyloxymethyl of 2-7 carbon atoms, alkoxy of 1-6 carbon 

25 atoms, alkylthio of 1-6 carbon atoms, hydroxy, trifluoromethyl, 

cyano, nitro, carboxy, alkoxycarbonyl of 2-7 carbon atoms, 
alkanoyl of 2-7 carbon atoms, benzoyl, amino, alkylamino of 1- 
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6 carbon atoms, dialkylamino of 2-12 carbon atoms, 
alkanoylamino of 1-6 carbon atoms, alkenoylamino of 3-8 
: carbon atoms, alkynoylamino of 3-8 carbon atoms, alkanoyloxy 
- of 1-6 carbon atoms, alkenbyloxy of 3-8 carbon atoms, 
alkynoyloxy : of 3-8 carbon atoms, carbamoyl, N- 
alkylcarbamoyl of 2-7 carbon atoms, N,N-dialkylcarbamoyl of 
\ - 3-13 carbon atoms; and benzoylamiiio; or 
Ar is the radical: ' hl - 

1 ; 

2) XisNH,S,orO; 

3) R2 is hydrogen, amino, trifluoromethyl, alkyl of 1-6 carbon atoms, - 

cycloalkyl of 3-8 carbon atoms, aikbnyl of 2-6 carbon atoms, 
alkynyl of 

2-6 carboir atoms, alkenyloxy 6f 2-6 carbon atoms, 
hydroxy alkyl of 1-6 

. v „• . .. . ... 

carbon atoms, mercaptoalkyl of 1-6 carbon atoms, halomethyl, 

alkoxymethyl of 2-7 carbon atoms, alkoxy of 1 -6 carbon atoms, 

cycloalkoxy of 3-8 carbon atoms, alkylthio of 1-6 carbon 

atoms, cycloalkylthio of 3-8 carbon atoms, alkylsulphinyl of 1- 

6 carbon atoms, alkylsulfonyl of 1-6 carbon atoms, 

all<ylsulf6riamidd of 1-6 carbon atoms, cyano, carboxy, 

alkoxycarbonyl of 2-7 carbon atoms, alkanoyl of 2-7 carbon 

atoms; phenylamino, benzylamino, phenoxy, phenyl, 

thiophenoxy, benzyl, alkylamino of 1-6 carbon atoms, 

alkanoyloxy of 1-6 carbon atoms, alkenoyloxy of 3-8 carbon 

atoms, alkynoyloxy of 3-8 carbon atoms, carbamoyl, N- 
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alkylcarbamoyl of 2-7 carbon atoms, N,N-dialkylcarbamoyl of 
3-13 carbon atoms, dialkylamino of 2 to 12 carbon atoms, 



R 7 -(C(R6) 2 )p— N ( yN-(C(R6) 2 ) k -V- R 8 R 9 -CH-M-(C(R6) 2 ) k -V- 



(C(R6) 2 ) P 
(C(R 6 ) 2 ) P 

R7-(C(R6) 2 ) g -y- . , RriCiReWp-M-iCiR^)^- , , 

Het-CCCRe^q-W-CCCRsJ^-V- . Ph-^R^q-W-^Re^AA . 

R 5 -CONH(CH 2 ) q - , R^^CN : . 

R 5 (CH 2 ) q - , 

R 5 .CONH(CH 2 ) p - RgO- R5HN 

>=< ^-NHCCH^q- >-NH(CH 2 ) q - 

R 5 R 5 ' 1 o O 

(R 5 ) 2 N R5HN (R 5 )2N 

V-NH(CH 2 ) q - >-NH(CH 2 ) q - - >-NH(CH 2 ) q -. 
O , S 7 S . ' 

It being especially preferred when R.2 is H; 

4) Ri is hydrogen, hydroxymethyl, aminomethyl, N- 
alkylaminomethyl of 

2-6 carbon atoms, N,N-dialkylaminomethyl of 3-12 carbon 
atoms, N- 

cycloalkylaminomethyl of 4-9 carbon atoms, N-cycloalkyl-N- 
alkylaminoalkyl of 5-16 carbon atoms, N,N- 
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dicycloalkylaminomethyl of 7-18 carbon atoms, moipholino-N- 
methyl, piperidino-N-methyl, N-alkyl-piperazino-N-methyl 
wherein the alkyl group is 1-6 carbon atoms, azacycloalkyl-N- 
methyl of 3-6 carbon atoms, N-(hyckoxyalkyl)aminomethyl of 
5 3-7 carbon atoms, N,N-di(hydroxyalkyl)aiiiin6methyl of 5-12 

carbon atoms, N-(hydroxycycloalkyl)aminomethyl of 4-9 
carbon atoms, N-(hydroxycycloalkyl)-N- 

(hydfoxyall^l)aminoalkyl of 6-16 carbon atoms, or N,N- 
di(fcydroxycyclodkyl)aminomethyl of 7-18 carbon atoms; 
10 ahd/or 

5) R3 is hydrogen, alkyl of 1-6 carbon atoms, cycloalkyl of 3-8 
carbon atoms, alkenyl of 2-6 carbon atoms, alkynyl of 2-6 
carbon 

atoms, hydroxyalkyl of 2-6 carbon atoms; 
1 5 mercaptoalkyl of 2-6 carbon atoms, phenyl, benzyl, 



(C(R6) 2 ) P 

/ \ 

Rt-(C(R 6 ) 2 )— N-(C(R 6 ) 2 ) k - R 8 R 9 .CH-M-(C(R 6 )2) p 
(C(Rs) 2 ) P 



R7-(C(R 6 ) 2 ) P - • R7-(C(R 6 )2)p-M-(C(R 6 ) 2 ) p - , 



20 



Het-(C(R 6 ) 2 ) q -W-(C(R 6 ) 2 ) p - . Ph-(C(R 6 j 2 ) q -W-(C(R 6 ) 2 ) p - , 
it being especially preferred when R3 i s hydrogen; 
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Specifically preferred compounds of this invention include: 

a) 4-(4-phenpxyanilino)benzo[g]qxiinoline-3-carbonitrile, 

b) 4-(3-cMoro^fluoroanilino)benzx>[g]qi^ 

c ) 4r(4-cMoro-5-methoxy-2-methylanilino)benzofe^ 
carbonitrile, 

; d) , 7^8-dimethoxy^-(4-phenoxyanilino)benzo[g]quinol^ 
carbonitrile, 

e ) 4-(4-cMoro-5-methp^ 
dimethoxybenzo[g]quinoline-3-carbonitrile, 

f) ~ 4-(3s?Uoro^fluoroanOino)-7,8-dimethpxybenzo[g]q 

3 -carbonitrile, 

g) 4-(2,4^cUoro2milino)-7,8-dimeth^ 
. carbonitrile, - 

h) 4-(2,4-dicWoroanilino)-7,8-dihydroxybenzo[g]qxiinoline^ - 
carbonitrile, 

i) 8-(3,4,5-1ximethoxyanilino)-3H-[l,2,3]Mazo 
7-carbonitrile, 

j) 9-(4-cUorp-5-metiioxy-2-methylainlino)pyri 

- g]quinoxaline-8-carbonitrile, 
k) 8-(5-methoxy-2-methylanilino)-2-{ [2-(4- 

morpholinyl)ethyl]amino} imidazo[4,5-g]quinoline-7- 

carbonitrile, 
1) 2 r {[2-(4-morpholinyl)ethyy 

taimethoxyanilino)imidazo[4,5-g]quinoline-7-car^ 
m) 2-amino-8-(4-phenoxyanilino)imidazo[4,5-g]quinoline-7- 

carbonitrile, 
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n) 8 -(3 -bromo-phenylamino)imidazo [4, 5 -g] quinoline-7- 

carbonitrile, 
o) 8-(2-bromo^-cMorophenylamino)im^ 
carbonitrile, 
5 p) 8-(2-bromb^-cMoro-5-m 

g]quinoline-7-carbonitrile, 
q) 8-(2-cMoro-5-methoxyphenylamino^ 

7-carbonitrile, 
r) 8-(34iydix>xy-4-methylphen^ 
10 7-carbonitrile, - 

- s) 8-(3,4,5-trimethoxyaniKno)iim^ 
carbonitrile, 
t) 8-(4-phenoxyanilino)imida^ 
u) 2-(cMoromethyl)-8-(3,4,5-tr^ 
15 . <■ g]quin61ine-7^arboiritrile, 

v) 2-(4-morpholinylmethyl)-8-(3,4,5- 

trimethoxyanilino)imidazo^ 
w) 8-(4-cMoro-5-methoxy-2-methylaoilino)-3-[2-(4- 
moipholmyl)etbyl]-3H-im^ 
20 x) 3-[2-(4-morpholinyl)ethyl]-8<4-phenoxyarmino)-3H- 

imidazo[4,5-g]q\iinoline-7-carbbnitrile, 
y) 8-[(4-cUoro-5-methoxy-2-me^ 

g]quinoline-7-carbonitrile, 
z) 4-(3-bromophenylamino)benzo^ 
25 carbonitrile, 

aa) 4-(4-cWoro-2-fIuorophenylamino)ben2o[4,5]thieno[3,2- 
b]pyridine-3 -carbonitrile, 
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bb) ,4^(2,4-<fccUqropte^ 
3-carbonitrile, 

cc ) 4-(2>4^dicUoro-5-methoxyphenylamino)benzo[4,^ 
b]pyridine-3-carbonitxile, ^> <■ 

dd) : 4-{4-phenoxypte^^ 

carbonitrile, - t , ? 

ee) 4-(3-hydrqxy-4-methyIphenylamino)benzo[^ 

b]pyridine-3-carbonitrile, > ; , r 

. 4-(4rcMorp-:^ 

3-carbonitrile, o l v- : 

gg) .;4j(^cUpro-5-m 

nitrobenzo[4,5]thieho[3,2-b]pyri^ 
hh) 8-aminq^-(4^^ V; * 

methylaiiilino)[l]beiizothieno[3 3 2-b]pyridine-3-carbom 
ii) 4-(3-brompaniUno)-6-nitro[l]benzot^ 

carbonitrile, r\ v 

jj) 6-aimno-4-(3-bromoanU^ 

carbonitrile, 
kk) 4-(3-brompphenyl 

carbonitrile, 

11) 4-(4-cWpro-2-fluorophenylainino)benzo[4,5]furo[3,2- 

b]pyridine-3-carbonitrile, 
mm) 4-(3-hydroxy r 4-methylphenylamino)benzo[4,5]to 

b]pyridine-3-carbonitrile; - ' : 

nn) 4-(4-phenoxyphenylamino)benzo^ 

carbonitrile, ' 
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oo) 4-(4-cMorb-2-fluorophenox 

carbonitrile, ' c 

pp) 4-(2,4^cMoroanilino)-8-nifo^ 

carbonitrile, ?>;:Ir-'i:v : ; - 

5 qq); 4<3-bromoanilii^ 

carbonitrile, 
rr) 8-amino^<3-bromo*tai^^ 

carbonitrile, " ^ , v j;r • • \: 

* ss) n N-[4-(3-bromoanilm6)^ 
10 yl]acrylamide, - 

tt) N-[4r(3-brohioaiiilino)-3-cyan6[l ]benzothierio [3 j2^b]pyridin-6- 

yl]acrylamide^ *^ ; ^ , ^ -:M^.: ux.i * ^ - 
uu) 4-(2,4^cUoroanilino)-7-metho^benzo[g]q^ 

carbonitrile, • ' • - ; 5 ; v:: y 
15 w) 4-(2,4^dichloroanilino)^ 

carbonitrile, - V 

ww) 4-(2,4-dicMoroanilino)-7»hydrbxybenzo[g]qxiino^ 
carbonitrile, - - 

xx) 4-(2,4-dicMoroahilino)-8-hycto^ 
20 carbonitrile, 

yy) 4<2,4rdicMoroanilirio)-7-[2^ 

benzo[g]qiiinoline-3-carbonitrile, 
zz) 4-(4-chloro-5-metiioxyr2-me&^ 

(cMoroethoxy)benzo[g]quinbline-3-carbohitrile, " 
25 aaa) 4- (4-cMoro-5-metioxy-2-methyIanilino)-8-methoxy-7- 

(cMoroetiioxy)benzo[g]qiiinoline-3-carbohitrile i 
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bbb) 4-(4^Uoro-5-methoxy-2-methylanilino)-7-methoxy-8-[2-(4- 

morpholinyl)ethoxy]benzofe]quinoline-3 -carbonitrile, 
ccc) 4-(4-cMoro-5-methoxy-2-methylan^ino)-8-meth6xy-7- 

morpholinyl)ethoxy]benzo^^ 
ddd) 4-(2,4-dicUoro-5-methoxyanilino)-7-metiioxyr8- 1 

(cMoroethoxy)benzx>[g]qu^^ 
eee) 4-(2,4-dicUoro-5-methoxyanilino)-8-methoxy-7- 

- , (cMqroethoxy)ben^ 
fff) 4-(2 5 4-dicUoror5-methoxyanUino)-8rmethoxy-7-[2-(4- 

morpholinyl)ethoxy]benzo[g]quinoline-3 -carbonitrile, > 
ggg) ,, : 4-(2,4-dicUoro-5-methoxyanilino)-7-me 

moipholinyl)etho^]beirzx)[g]qviinolirie-3 -carbonitrile, 
hhh) 4-(2,4-dicUoro-5-meliioxyanilino)-8-methoxy-7-[2-(4-methyl- 
1 • 1 -piperazinytye^ 

iii) 4-(2,4KttcUoro-5-methox^ 

l-piperazinyl)ethoxy]benzo^^ 
jjj) 4-(4-cUoro-5-methoxy-2-methylanilino)-8-methoxy-7-[2-(4- 

methyl- 1 -pipei^zinyl)ethoxy]benzo[g]quinoline^3 -carbonitrile, 
kkk) 4-(4-cMoro-5-methoxy-2-methylanilino)-7-methoxy-8- [2-(4- 

methyl- 1 -piperazinyl)ethoxy]benzo[g]qxiinoline-3 -carbonitrile, 
Ul) 4-[3-Cmoro-4<l-methyl-li^imidazol-2- 

ylsxilfanyl)phenylamino]-8-hydrbxy-7- 

methoxybeiiz»[g]q\iiiioline-3-carbonitrile 5 - 
mmm) 8-(2-CUorbethoxy)^-[3-cMoro-^ 

ylsulfanyl)phenylamino]^ 

carbonitrile, 
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mm) 4- [3-Chloro-4-(l -methyl- lif-imidazol-2- 
ylsulf^yl)phenylam^ 

ethoxy)benzo[g]quinoline-3-c^boiutrile, " ^ 
ooo) , 4-[3-eMoro-4-(l-me^^ .J^ 

ylsiUf^yl)phenylamino]-8-(3-cMoropropoxy)-7- - v : 

meth6xybenzo[g]quinolihe-3-carbonitril •-■'"' v >- > 
PPP) 4-[3-CMoro-4-(l-methyl-l/f-imidazol-2- 

ylsulfanyl)phenylanm^ 

pf opoxy^enzo^Jquinoline-S-carboiutrilei ♦ v * 
qqq) ,;4-[3-eMord-^ 

N ylsulfanyl)phenyl^^ 

• l-yl)fethoxy]rbenzofe^ 

rrr) 4-[3-Cmoror4-(l-me%l-l/r-imidazol-2- ^ •} ^> 

• ylsulfanyl)phenylamii^ 

ethoxy)ben2»[g]qum^^ -.J:>r 
sss) 4-[3-CMoror4-(l-me%I-liy-iinidazol-2- > 

ylsulfanyl)pheriyla^ 

ethoxy)benzo[g]quinoline-3-carbonitrile, - 
ttt) 4-(2,4-DicUoro-5-methoxyphenylainino)-8-hydroxy-7- 

metboxybenzo[g]qxiinoline-3-carbonitri^ 
uuu) 8-(3-CUoropropoxy)-4-(2,4-dicWoro-5-methoxj^henylamino)- 

7-methoxybeazo[g]quirioline-3-carbonitrile, 
vw) 4-(2,4-DicUoror5-metHoxyphenylamirio)-7-methoxy-8-(3- 

morpholin-4-yl-propoxy)benzo[g]quinoline-3-carbonit^ 
www) 4-(2,4-DicUoro-5-methoxyphenylamino)-7-methoxy-8-(2- 

[l,2,3]triazol-2-yl-ethoxy)benzo[g]qxiinoline-3-carboiu 
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xxx) 4-(2,4-Dichloro r 5rmethox 

[lj23]triazqM-yl-e^ 
yyy) 4-(2,4-DicMoro-5-methoxyanilino^ 

[1 ,8]naphthyridine-3-carboni . v . - - * 

zzz) 8-(2-CMprpefr^ 

methoxybenzo[b][l ,8]naphthyridine-3 -carbonitrile, 
aaaa) 4-(2,4rDicMpro^ 

moipholinyl)ethp^]benM 
bbbb) 8-(2-Chlorpe^ 

yl)sulfanyl]anilino} c -7^methoxy^ 

c^bpnitrile, , ^ • % / v ^ : 

cccc) 4-(2,4rPicM^ 

: : l-pipera^yl)ethoxy]b^ 

carbonitrile; > r-j ■ > ^ , •_• \ ; j • ■« ■«. 
dddd), ^4 r {3-Cblprp^r[(l -meth^ 

7-methoxy-8-[2-(4:. _ : v ; ^ - 

moipholinyl)ethoxy]benzo [b] [ 1 ,8]naphthyridine-3 -carbonitrile, 
eeee) 4-(2,4-DicMoroanilino)-7,8-dimethoxybenzp[b] 

[l,8]naphthyri<ttn^ 
ffff) 8-(2-Cyprpethoxy)^-(4^Uorb-5-metho^-2-m 

e1±ioxybenzo[g]qxiinoline-3-carbonitrile 3 . V 
gggg) 8-(2-CUoroethoxy)-4-(2-cMoro^ 

methoxybenzo[g]qi^oline-3-carboiutri^ 
hhhh) 7-(2-CUoroethpxy)-4-(2-chloro-4-fluoro-5-methoxyanilino)-8- 

methoxybenzo[g]quinoline-3 -carbonitrile, 
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iiii) 8-(2-Chloroethdxy)-^ 

methylphenylamino)-7-meth^^ 
carbonitrile, ; ■ * ♦ ^ 

jjjj) 7 7 (2-Chloroetiio^)^-(2-cMor6-5-ni6th6xy^4- ; 
methylplienylamm^^ 

carbonitrile,* > ; ^ i4 - 

kkkk)' 7 r (2-Chloroetlioxy)-4-(3-c^ 

methoxyben^[g]q\dnbline-3- carbonitrile, ' • "-'" rK 
1111) 8-(2-CWoroethoxy)^(3-cMoro^^ 

methoxybenm[g]qum ^ 
mmmm) 4-(4-Beii2yloxy-3-cMorophenylaminb)-7-(2- 
£ u ■ ~ cMoroeth^ 
nnnn) 4-(4-Benzylo^-3-ch^ 

methoxybenzo[g]qiiinoline-3-carbonitrile^' f ■ ; 
\ oooo) 7-(2-Chlor6ethoxy)-4-(3-chlof 6^-phenoxyphenylamino)-8- 

methoxybenzo[g]qiiinoline-3-carbonitrile, ! 
pppp) 8-(2-CMoroethoxy)-4-(3-c^^ 

methoxyben^[g]quinoline-3-carbordtriie, r 
qqqq) 4-(4-CMoro-5-methoxy-2-met^^ 

moipholinyl)ethoxy]bei^^ 
rrrr) 4<4-CMoro-5-methoxy-2-m^ 
r moipholinyl)ethdxy]benzofe^ 
ssss) ({2[4-(4-CMorb-5-methoxy-2-me^ 

e1hoxybenzo[g]qiunoline-7-yloxy]-ethyl}- 

el!ioxycarb6hylmethyl-amino)--acetic acid ethyl ester, 
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tttt) ({2-[4-(4-CUoro-5-methoxy-2-methylphenylamino)-3-cyano-7- 

ethoxybenzo[g]quinoline-8-yloxy]-ethyl}- 

ethbxycarbonylmetliy^ acid ethyl ester, 

uuuu) 2-(Carbamoylme^ 

methylphenylammo)-^ 

yloxy]-ethyl}-amino)-acetamide, 
ww) 4-(2,4-DicMofoaiulino)-7-methoxy-8-[2-(4- 

morpholinyl)ethoxy]benzo[g]q 
wwww)' 4-(2,4-bicMoroanilm^ 

morpholinyl)ef£o^ 
xxxx) 8-Methoxy-7-[2-^ 

trimethoxyanilino)be^ 
yyyy) 7-Meth6xy-8-[2-(4-methyl- l-piperazinyl)ethoxy]-4-(3,4,5- 

ti^ethoxyanilino)beiizo [g] quinoline-3 -carbonitrile, 
zzzz) 7-Methoxy-8^ 

trimethoxyanUino)benzo[g]qidnoline 
aaaaa) 8-Methoxy-7-[2-(4-morpho^ 

1rimethoxyaiiilino)bei^[g]quinoline 
bbbbb) 4-(2-CMoro-4-fiuoro-5-^^ 

methyl-l-pipera2inyl)ethoxy]bei^ 
ccccc) 4-(2-Chloro-5-methoxy-4-mefo^ 

methyl- 1 -piperazinyl)ethoxy]benzo [g]quinoline-3 -carbonitrile, 
ddddd) 4-(2-CMoro-5-me^ 

methyl- 1 - piperazinyl)ethoxy]benzo [g] quinoline-3 -carbonitrile, 
eeeee) 4-(2,4-Dichloro-5-methoxyanilino)-7-[2-(4-hydroxy-l- 

piperidinyl)ethoxy]-8- methoxybenzo[g]quinoline-3- 

carbonitrile, 
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fiffiff) 4-(3-Chloro^-fluoroa^ 

moipholinyl)ethoxy]benzo^ 
ggggg) 4-(2,4-DicWoro-5^ 

piperidinyl)ethoxy]-7- methoxybenzo[g]qx^Qoline-3- 

carbonitrile, 
hhhhh)4-(2-CMorp-5-me^ 

hydroxy-l-piperidinyl)etho^]benzo[g]qiiino^ 
iiiii) 4-(2-Chloro-5-methoxy^-methylanilino)-7 

hydroxy-l-piperidinyl)ethoxy]benzo[g]quinol^ 
jjjjj) ^(2-CMoro4-fluoro-5-m^ 

moipholinyl)ethoxy]benzo[g]quinoline-3-carboiu 
Wddck)4-(2<Moro^-f^^ 

moipholinyl)etho^]benzo^^ 
11111) 4-(2-CMoro-4-fluoro-5^ 

methyl-1- piperazinyl)e^^ 
mmmmm) 4-(3-Chlorq^-fluoroai^ 

morpholinyl)etho^ 
nnnnn) 4-(3-CUoro-4-phenoxyphenylamino)-7-methoxy-8-(2- 

morpholin-4-yl-ethoxy)benz^^ 
ooooo) 4-(3-CUoro^phenoxyphenylamirio)-8-methoxy-^ 

moipholin^-yl-ethoxy)benzo[g]quinoline-3-carbom 
PPPPP)4-(2-CUoro-5-methoxy-4-me^ 

(2-morpholin-4-yl-ethoxy)be^ 
qqqqq)4-(2-CMoro-5-methoxy-4-^^ 

(2-morpholin-4-yl-ethoxy)benzo [g] quinoline-3 -carbonitrile, 
rrrrr) 4-(4-Ben2yloxy-3-cUorophenylamino)-8-methoxy-7-(2- 
morpholin^-yl-ethoxy)benzo[g]quinoline-3-carbonitrile, 
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sssss) 4-(4-Ben^loxy-3-cMorophenylamino)-7-methoxy-8-(2- 

morpholin^ytethoxy)benz^ 
ttttt) 8-(Ben2yIoxy)^-[(2-cUoro^fluoro-5-methoxyphenyl)amm 
7-methoxybenzo[g]qxiinoline-3-carbonitrile, and 
5 uuuuu)4-[(2-CUor<^ 

: methoxybenzo [g]quinoline-3 -carbonitrile, 
or a pharmaceutical^ acceptable salt thereof . 

Also included in the present invention are compounds useful as 
1 0 intermediates for producing the above compounds of formula 1 . Such 
intermediates specifically include the following: 

a) . 4-oxp-l,4-<lihydrobenzofe]quinoline-3-carboiiitr^ 

b) 4-cUorobenzo[g]quinoline-3-carbonitrile, 

c) 3 -(dimethy laminomethyleneamino)-6,7-dime 
15 2-carboxyUc acid methyl ester, 

d) 7, 8-dimethoxy-4-oxo- 1 ,4-dihydrobenzo[g]quinoline-3 - 
carbonitrile, 

e) 4-cUoro-7,8-dimethoxybenzo[g]quinoline-3-ceubonitrile, 

f) 7-chloro-6~nitro-4-oxo-l-{[2-(trim 
20 l,4-dihydro-3-quinolinecarbonitrile, 

g) 6,7-diamino-4-oxo- 1 -(2-trimethylsilanyl-ethoxymethyl)- 1 ,4- 
dihydro-quinoline-3-carbonitrile, 

h) 8-oxo-5-{[2<trimethylsilyl)ethoxy]methyl}-5,8- 
dihydro[l,2,3]triazolo[4,5-g]q^ 

25 i) 8-oxo-5,8-dihydro[l ^,3]triazolo[4,5-g]q\iinoline-7-carbonitrile, 

j) 8-chloro[l ,2,3]triazolo[4,5-g]quinoline-7-carbonitrile, 
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k) 2-amino-8-oxo-5-{[2-(trimeth^^ 

dihydroimidazo[4,5-g]quinolira^ 
1) 2-amino-8-oxo-5,8-dihydroimidazo[4,5-g]qiiin 

carbonitrile, r : 
5 m) 2-amino-8-cMoroimidazo[4,5-g]^ 

n) 8-oxo-5,8-dihydroimidazo[4,5-g]qmra^ 

o) S-cUoroimidazD^^-glquinoline-y^arbonitrile, 

p) 7-cyanoimidazo[4 5 5-g]quinolin-8-yl(3 5 4,5- 

trimethoxyphenyl)fonnamide, 
10 q) 7-cyanoimidazo[4,5-g]quinolin-8-yl(4- 

phenoxyphenyl)formamide, 
r) 7-{[2-(4-morpholinyl)eto^^^ 

(trimethylsilyl)ethoxy]methyl}-l,4-dihydro-3- - 

quinolinecarbonitxile, 
15 s) 6-amino-7- { [2-(4-moipholinyl)ethyl]amino } -4-6x6- 1 - { [2- 

(trime1hylsUyl)ethoxy]methyl}-l,4-dihydro-3- 

quinolinecarbonitrile, '« 
t) 3-[2-(4-morpholinyl)ethyl>^ 

g]q\iinoline-7-carbonitrile, 
20 u) 8-cMoro-3-[2-(4-moipho 

g]quinoline-7-carbonitrile, _ 
v) 1 ,4-dihydro-7-mercapto-6-nitro-4-oxo-l-[[2- 

(trimethylsilyl)ethoxy]methyl]-3 -quinolinecarboiutrile, 
w) 8-hydroxy[l,3]tMazoto[4,5-g]quin^ 
25 x) 3-(dimethylaininome1hyleneamino)benzo[b]tM 

carboxylic acid methyl ester, 
y) 4-hydroxybenzo[4,5]tMeno[3,2-b]pyridine-3-carbonitrile, 
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z) 4-cUprobenzo[4,5]ttaeno[3,2-b^ 

aa) 4-hydroxy-8-nitrobenzo [4,5] thieno[3 ,2-b]pyridine-3 - 

; - carbonitrile, \ ■ :- - :i- 

bb) 4-cHoro-8-nitrobenzo[4,5]thieno[3^-b]pyridine-^ 

5 cc) 4-chloro-6rnitro[l]benMthieno[3,2-b]pyridm 

dd) 3-(dimethylaminomethyleneam^ 

acid ethyl ester, 

,ee) 4-hydrpxybenM[4,5]furo[3,2-b]pyridin^ 

ff). r 4-cUorobenzo[4,5]fiu:o^ 

10 gg) 7-metho^-4-oxo-l,4rdih^ 

hh) g-methoxy-4^ 

ii) 4^ 

jj) . ... 4rcM^ ; 

kk) v ethyl 7-(2-cjdoro^ 

15 11) , ethyl 6-(2-cMqroethpxy)-7-m 

mm) ethyl 3-*m^o-7-(2-cMoroetho^^^ ; •;. 

. , nn) ethyl 3-amino-6T(2-cWoroethpxy)-7-methoxy-2-m^ 

oo) 8-(2-chloroethoxy)-7-methoxy-4 T pxp-l,4- ... 

.. v dihydrobenzofejqi^^ -y — 

20 PP) 77(?- c Mo*oethpxy)-8-me^ 

: dihydrobenzo^ 

. qq) 4-cMpro-7-me%>^ 

carbonitrile, x> . - .y ; , 

rr) . 4^Moro-8-methpxy-7-(2-c^ 

25 carbonitrile, v 

ss) 7,8-dimethoxy-4-oxo-l,4-dihydrobenzo[b] [1,8] naphthyridine- 
3 -carbonitrile, 
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tt) 4^hloro-7,8-dimetfa6xybenzo[b] [l,8]raphthyridine-3- 

carbbnitrile, f , ~ 

uu) 8-(2-cMoroethoxy)-7-methoxy-4-oxo-l,4-d^ 
r i.: [l,8]riaph&yridiixe-3rcarbbnitrile, and 
5 t yv): : 4-chlor6-8-(2^cMoroetho^ 

[1 ,8]naphthyridihe-3rcarbonitrile. 

- - r 

The compounds and ihterfhediates of this invention encompassed by 
Fonnula 6 may be prepared as described below and in Flowsheet 1 wherein 

10 Ar,X and n are hereinbefore defined Rl\ R3 1 and R4' are each, 
independently, hydrogen,; - '.■ halogen; r hydroxy, 0 amino, ' hydroxyamino, 
trifluoromethyl,: trifluoromethoxy/ ; mercapto, alkyl of 1-6 carbon atoms, 
cycloalkyl of 3-8 carbon atoii^, aJkenyl of 2-6 carbon atoms, alkynyl of 2-6 
carbon atoms^ alkenyloxy of ?2-6 r carbon atoms, alkynyloxy of 2-6 carbon 

1 5 atoms, hydroxyalkyl of 1-6 carbon atoms, triercaptoalkyl of 1-6 carbon atoms, 
halomethyl,-alkoxymethyl of 2-7 carbon atoms^alkoxy of 1-6 carbon atoms, 
cycloalkoxy of 3-8 carborf atoms, alkylthio of 1-6 carbon atoms, 
cycloalkylthio of 3-8 carbon atoms, alkylsulphiriyl of 1-6 carbon atoms, 
alkylsulfonyl of 1-6 carbbn r atoms, alkylsiilfonarnido of 1-6 carbon atoms, 

20 alkenylsulfonamido of 2-6 carbon atoms, alkjmylsulfonamido of 2-6 carbon 
atoms, cyano, nitro, carboxy; ialk6xycarbonyl of 2-7 carbon atoms, alkanoyl of 
2-7 carbon atoms," N-alkylcarbamoyl; N,N-dialkylcarbamoyl, N-alkyl-N- 
alkenylamino of 4 to 12 carbon atoms, N,N-dialkenylamino of 6-12 carbon 
atoms, phenylamino, benzylamino; phenoxy, phenyl, thibphenoxy, benzyl, 

25 alkylamino of 1-6 carbon atoms, or dialkylamino of 2 to 12 carbon atoms; 

R7-(C(R 6 )2) g ^V- , Ph-CCCRe^-W^CCRe^-V- . 



\VO 01/47892 



70 



PCT/US00/35616 



where Vj R$, R7, W, Ph, g, k and q are as hereinabove defined, r 
Reaction of 3-amino-2-naphth6ic acids (Formula 2) with 
dimethylformamide dimethyl acetal, with or without a solvent, gives 
intermediates of Formula 3. The reaction of 3 with the lithium anion of 
5 acetonitrile prepared: By using a base such as n-bufyllithium of the like in an 
inert solvent gives 3-cyano^oxo-l,4-dihy^^ 4 of the 3- 

cyaho^4iydroxybenzo[g]qui^^ tautbiners thefebfc Heating 4, with or " ; - 
without solvent, with a chlorinating agent such as phosphorus oxychloride of c v 
oxalyl chloride - provides * - ? the" — * cbiTe^ohding - ; '4-chiorb-3^ " 

10 cyanobenzo[g]quinolines; Condensation' - of - 4-chl6r6-3- 

cyanobenzo[g]quinolines with a nucleophilic amine," aniline^ mercaptan, 
thiophenol, phenol, or alcohol reagent of Formula 5, HX-(GH2) n -Af^wherein^ 
Ar, X and n are as hereinbefore defined, give 3-cyanbbenz6[g]qui^^ 
of Formula! 6. The condensation can be accelerated by heating the reaction 

15 mikture together with' one equivalent of pyridine hydrochloride or by using 
bases such as trialkylainines, sodium hydride in an inert solvent, sodium of 
potassium alkoxides in an alcohol solvent or by using tfansitibh metal 
catalysts sucK as tris(dibenzylideneacetone)dip^adium like, together 

with ligahds such as, but not iianted to 2-dicycibhexy^^ 

20 dimethylamino)biphenyl, and potassium phosphate of the like in an inert 
solvent In those cases where the substituehts riiay contain an asymmetric 
carbon atom/ the intermediates can be used as the r£cemate or as the individual 
R or S enantibmefs in which case the compounds of this invention will be in 
the racemic or the R and S optically active forms, respectively. In cases where 

25 the substituents may contain more than one asymmetric carbon atoms, 
diasterebmers may be present; these can be separated by methods well known 
in the art including, but not limited to, fractional crystallization and 
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chromatographic methods. WheirAr contains primary or secondary amino 
groups or hydroxyl groups, it may be necessary to protect these groups prior to 
the reaction with the substituted 4-cWpro-3^yanobenzo[g]qiiinolines. Suitable ! 
protecting groups include, but are not limited to tert-butoxycarbonyl (BOC),: l 
5 P-trimethylsUylethanes\ilfo^ * (SES), benzyloxycarbdnyl . (CBZ) and , 
benzyl (Bn) protecting groups. The first protecting group listed above can be - 
removed from tihe final products of Formula 6 by treatment, wift an acid such y 
as trifluoroactic acid, the second protecting group with a fluoride salt, such as 
cesium fluoride or tetrabutylammonium fluoride. The latterltwo protecting ' 

10 groups can be removed by catalytic hydrogenation or sodium in ammonia. In 
those cases where the Ar contains hydroxyl groups,' the hydroxyl groups may { 
first have to be protected prior to filial product formation. Suitable protecting : L 
groups include, but are not limited to, t-butyl(^ethylsilyl, tetrahydrppyranyl, / 
or benzyl protecting groups. The first two protecting grpups listed above can ;^ 

15 be removed from the final products of Formula 6 by treatment .with an acid 
such as acetic acid or hydrochlpricvacid while tiie latter protecting group can 
be removed by catalytic hydrogenation. The 3-amino-2-naphthoip acids of 
Formula 2 are commercially available or can be prepared, by procedures : 
known in the art from conipoimds detailed by the following references: ; Zhu, . .. 

20 Z.; Drach, J.C.; Townsend, L. B. J. Org. Chem., 53; 977-983, (1998); Kienzle, 
F. Hely. Chin}. Acta., 63, 2364-2369, (1980), Kobayashi, K.; Kanno, C.; Seko, 
S.; Suginome, H. J. Chem. Soc., Perkin Trans. L, 31 1 1-3.17, fl9§2), Levy, L. . 
A. Synth. Commun., 13, 639-48 (1983) andModer, K. P.; Leonard, N. J. J. , 
Am. Chem. Soc., 104, 2613-24 (1982). : , .. r , . 

25 It will be recognized by those skilled in the art that the 4-hydroxy 

substituent of the benzoquinoline tautomer may be converted to a leaving 
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group such as halogen, tosyl, mesyl, aryl- or alkyl- sulfonate, preferably 
trifluoromethanesulfonate and the like. ■■ , 

Flowsheet 1 




OH 



DMF-dimethylR, 
acetal _ 



CH3CN/n-BuLi R 2' 



THF 





1. oxalyl chloride 

|| ' '■• • * • 

' 2.HX-(CH 2 )-Ar 

4 - V" 



. : ^(CH 2 )-Ar, 




Intermediate 3 can also be prepared as described below and in 
Flowsheet 1'. r 



The reaction of substituted naphtho[2 > 3-c]furan-l ) 3-dione compounds 
10 (McOmie, John F. V/.; Perry, David H. Synthesis (1973), Issue 7, 416-417) 
with an alcohol such as methanol, with or without a base such as sodium 
hydride, provides substituted 3-(methoxycarbonyl)-2-naphthoic acids as a 
mixture of geometric isomers if R/ differs from Fs,' and/or R 2 ' differs from R3'. 
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Treatment of the. 3-(methoxycarbonyl)-2-naphthoic acids with 
diphenylphosphoryl azide and a base such as triethylamine iii an inert solvent, 
followed by workup with an aqueous acetone solution or the like, provides the 
corresponding substituted methyl 3-amino-2-naphthoates, which when reacted 
with dimethylformamide dimethyl acetal, with or without a solvent, provides 
intermediates of Formula 3 (and the geometric isomer 3 r if differs from R/ 
arid/or K 2 f differs from R 3 f j. S eparation of the geometric isomers can be carried 
out by silica gel chromatography or other purification methods at any step in 
the preparation of intermediate of Fonnxila 3. The above-mentioned chemical , 
transformations can be earned out separately on each isomer. If a mixture of 
geometric isomers of Formula 3 and 3' is converted to compounds of Formula 
6, a chromatographic separation can be carried out on the mixture of products 
of Formula 6 or any of the intermediates formed in this sequence. 



Flowsheet 1* 




1. MeOH 



2. NEt 3 . 

Ph °^-N 3 
PhO 



15 



3.DMF- Rl 
dimethyl acetal 3 




R 4 ' 3 



Intermediate 4 can also be prepared as described below and in Flowsheet 1". 
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The reaction of phenyl compounds with electron-rich R 2 ! and R 3 ' 
substituents, such as alkoxy of 1 to 6 carbons or, for example, a haloalkoxy 
moiety of the formula R 7 -(C(R 6 ) 2 ) g -V- where is hydrogen, R 7 is a halogen, 
V is oxygen and g = 2-6, with a solution of formalin and hydrochloric acid 
5 provides substituted l,2-bis(chlpromethyl)benzene intermediates. Heating 
these substituted l,2-bis(chloromethyl)benzene ^ intermediates with sodium 
acetate in acetic acid provides the corresponding substituted 1,2- 
bis(acetyloxymethyl)benzene compounds which- can be converted to the 
corresponding l,2-bis(hydroxymethyl)benzene intermediates by reaction with 

10 a ammonia-saturated methanol or aqueous sodium hydroxide. Oxidation of 
the substituted l,2-bis(hydroxymethyl)benzene intermediates by oxalyl 
chloride, dimethyl sulfoxide and triethylamine in an inert solvent such as 
methylene chloride provides the substituted phthalaldehyde intermediates. 
Reaction of the substituted phthalaldehyde intermediates with an excess of a 

15 3-nitropropanoate ester such as ethyl 3-nitropropanoate (as described by 
Kienzle, F. Helv. Chim. Acta., 63, 2364-2369, (1980)), and sodium ethoxide in 
ethanol provides the corresponding ethyl 3-nitro-2-naphthoate intermediates as 
a mixture of geometric isomers if R 2 f differs from R 3 \ Reduction of the 
substituted ethyl 3-nitro-2-naphthoate intermediates by catalytic 

20 hydrogenation over palladium-on-carbon or platinum-on-carbon in 
tetrahydrofuran provides the substituted ethyl 3-amino-2-naphthoate 
intermediates as a mixture of geometric isomers if R 2 ! differs from R 3 f . 
Reaction of the substituted ethyl 3-amino-2-naphthoate intermediates with 
dimethylformamide dimethyl acetal, with or without a solvent, followed by 

25 reaction with the lithium anion of acetonitrile prepared by using a base such as 
n-butyllithium or the like, in an inert solvent, gives 3-cyano-4-oxo-l,4- 
dihydrobenzo[g]quinolines 4 (and the geometric isomer 4 f if R 2 f differs from 
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R 3 ! ) or the 3-cyano-4-hydroxybenzD[g]quinolihe tautomers thereof. Separation 
of the geometric isomers can be carribd out by silica gel chromatography or 
other purification methods at any step in the preparation of intermediate of 
Formula 4. The above-mentioned chemical transformations can be carried out 
5 separately on each isomer. If a mixture of gedfnetric isomers of Formula 4 
and 4' is converted to compounds of Forinula 6, a' chromatographic separation 
can be carried out on the mixture of products of Formula 6 or any of the 
intermediates formed in this sequence. ' 
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Intermediate 4 can also be prepared as described below and in Flowsheet 1"'. 

Bicyclo[4.2.6]octa-l(6) ) 2,4-triene-7-carbonitriies with Rj', R^' and R 3 ' 
substituents being alkoxy of 1 to 6 carbon atoms, alkyl of 1 to 6 carbon atoms, 
5 or benzyloxy moiety of the formula Ph-(C(RJJ q - W-CCCRs^-V- where Rg is 
hydrogen, W is a bond, V is oxygen and k = 0, q = 1 , can be synthesized in 
regioisomerically pure form by procedures known in the art as detailed by the 
following references: Kametani, T. et alJ. Het. Chem, 11, 179, (1974), 
Kametani, T.; kohdob, H.; Tsubuki, M.; Honda, T. J. Chem. Soc Perkin Trdns. 

it 

10 7, 5 (1990), Kametani, T.; Kato, Honda, T. Fukumoto, K. J. Chem. Soc Perkin 
7, 2001 (1990), Kametani, T.; Kajiwara, M.; Takahashi, T,; Fukumoto, K. 
Tetrahedron, 37, 949 (1975) and Honda, T. Toya, T. Heterocycles, 55, 291 
(1992). The reactioh of the substituted bicyclo[4.2.0]octa-l(6),2,4-triene-7- 
carbonitriles with a base such as sodium (bistrimethylsilyl)amide or n- 

1 5 butyllithium at -78°C and the like provides the corresponding anion a to the 
cyano group which is then reapted with a suitable electirophile such as a 
substituted diphenyl disulfide PhSSPh (where Ph is as hereinabove defined) to 
provide substituted 7-pheriyIs^fanylbicyclo[4.2.0]octa-l 3 3,5-triene-7- 
carbonitriles after warming to room temperature. Reaction of these 

20 intermediates with the magnesium bromide salt of an ester such as, but not 
limited to r-butyl acetate at 0°C in an inert solvent such as ether or 
tetrahydrofuran and the like provides the corresponding substituted 3-amino-3- 
(7-phenylsulfanyl-bicycto^^ acid tert-butyl 

esters. Refluxing these adducts in a high boiling solvent such as 

25 dichlorobenzene or the like for 0.5 to 3 hours provides the substituted 3- 
ammo-naphthalene-2-carboxylic acid ter/-butyl esters. Reaction of the 
substituted 3-amino-2-naphthoate terf-butyl ester intermediates with 
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dimethytfonnamide dimethy 1 acetal, with or without a solvent, followed by 
reaction with the lithium anion of acetonitrile prepared by using a base such as 
n-butyllithium or the like, in an inert solvent, gives 3-cyano-4-oxo- 1 ,4- 
dihydroben^[g]qi^olines 4 or the 3-cyano^-hydroxybenzo[g]quinoline 
5 tautomers thereof. , , , , 




10 Converting the RjV R^, R3 1 and R4'- groups to Rj, R2, R3 and R4 

groups can be accomplished: through any conventionally known techniques^ 
for example: ■ ; - : 

where one or more of Rj', R^, R3* and R^ of Formula 6 or an 

intermediate is a methoxy group, it can be converted to the corresponding 
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hydroxy group 1 by reaction with a demethylating agent such as boron 
tribromide in an inert solvent or by heating with pyridinium chloride with or 
without solvent; * : > - , - - r ' ■ 

where' one^ dr more of R\\ R^, R3 1 and R4' of Formula 6 is a 
benzyloxy group of the formula Ph-CCCR^^-W-CCCR^^-V-' where R* is 
hydrogen, Wis a bond, V is oxygen and k = 0, q = 1 , it can be converted to the 
corresponding hydroxy group by reaction with a debenzylating agent such as 
boron tribromide in an inert /solvent, trifluoroacetic acid or catalytic 
hy<frogena^ ~ 

where one or .more of Rj V ^3' and R^' /of Fonnula 6 or an 
intermediate is a hydroxy group, it can be converted to the corresponding 
alkanoyloxy group of 1 -6 < carbon atoms bv reaction with an appropriate 
carboxylic acid chloride, anhydride", or mbced ; anhydride in a inert solvent 
using pyridine or atrial^ 
15 where one or more of R\\ R^, R3' and R4 lJ of Formula 6 or an 

intermediate is a hydroxy group, it can be converted to the corresponding 
alkenoyloxy group of l-6:c^bon/atoms by reaction 5 with an appropriate 
carboxylic acid chloride, anhydride, or mixed anhydride in an inert solvent, 
using pyridine or a trialkylamine as a base; 
20 where one or more of Rj 1 , R2 f , R3' and R4 1 of Formula 6 or an 

intermediate is a hydroxy group, it can be converted to the corresponding 
alkyhoyloxy group of 1-6 carbon atoms by reaction with an appropriate 
carboxylic acid chloride- anhydride, or mixed anhydride in a inert solvent 
using pyridine or a trialkylamine as a base; 
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where one or more of Rj', R^, R3' and R^' of Formula 6 or an 

intermediate is a hydroxy group; it can be converted to the corresponding 
groups: < •"' r - - • ' ' . ' ~~ : ' ; >'•••*-' " ''- ■ 



R5HN - (R 5 ) 2 N < 

0,0 



wherein R5 is as defined hereinabove, by the reaction in an inert solvent with 
an alkyl or phenyl substituted isocyanate, R5-N=C=0, or using a base such as 
pyridine, with a reagent (Rs^NCOCl; 
10 where one or y more of Rj', R2V R3* and R^' of Formula 6 or an 

intermediate is a hydroxy group, it can be converted to, ..the corresponding _ r . 
groups: x : ■ , ... ., . .. : ........ - 

(C(R6)2)p ; \ J 

R7-(C(R6) 2 )— N x . . / N-(C(R 6 ) 2 ) k A^- .. R 8 R 9 -CH-M-(C(R 6 ) 2 ) k -V- 

. :.(P(R6)2)p ; v . .• . 

15 .. t .. ... 

R7-(C(R6)2)g-V- ? . Ry^<^ . 

Het-CC^VW-^Re^-V- . ^-(CfF^^-W-CCfRe^K-V- . 
wherein V is oxygen, Rg, R7, Rg^Rp, M> W, Het, Ph, p and q are as defined:, 
hereinabove and g = 2-6 and k = 2-4 by reacting with an appropriately 
20 substituted alcohol using triphenyl phosphine and diethyl azodicarboxylate in 
an inert solvent, or alternatively by first reacting with a reagent such as, but 
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not limited to, a bromoalkyl chloride or chloroalkyl tosylate to provide an 
intermediate haloalkoxy group which can be converted to the above described 
groups by subsequent reaction with an appropriately substituted nucleophile; v -: : 
where one or more of R\\ R^, R3 1 and R^ of Formula 6 or an 
5 intermediate is a hydroxy group';, it can be converted to a alkoxycarbonyl 
group of 2-7 carbon atoms by first converting to a trifluoromethanesulfonate 
using trifluoromethanesulfonate anhydride or N- 

phenyltrifluoromethylsulfonamide and a base such as triethylamine in an inert ; 
solvent, then reacting with carbon monoxide in an alcoholic, solvent of ^1-6 

10 carbons in the presence of a palladium (0) catalyst such as palladium tetrakis 
triphenylphosphine; 

wliere one or moire of Rj 1 ," R2 1 , R3 1 and R4 1 of Formula 6 or an 
intermediate is an alkoxycarbonyr groiip it can be " 

converted to the corresponding hydroxymethyl group by reduction with an ~ 

15 appropriate reducing agent such 21s lithium borohydride, or lithium aluminum 
hydride in a inert solvent; the hydroxymethyl group, in turn, can be converted 
to the corresponding halpmethyl group by reaction in an inert solvent with a 
halogenating reagent such as phosphorous tribromide to give a bromomethyl 
group, or phosphorus pentachloride to give a chloromethyl group. The 

20 hydroxymethyl group can be acylated with an appropriate acid chloride, 
anhydride, or mixed anhydride in an' inert solvent using pyridine or a 
trialkylamine as a base to give the compounds of this invention with the 
corresponding alkanoyloxymethyl group of 2-7 carbon atoms, 
alkenoyloxyiriethyl group of 2-7 carbon atoms!, or alkynbylbxymethyl group 

25 of 2-7 carbon atoms; : ' l ' 1 ^ : - ' 
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where one or more of Rj. 1 , R^, R3 1 and R4 ? of Formula 6 or an 

intermediate is a halomethyl groups it can be converted to the corresponding 
groups; ^ : - 

(C(Re)2)p 

Rf (C(R6) 2 )p-^N^ v^-CH^ T f RsR 9 .CH-M-CH 2 - , 

Hetr(C(Re)2)^W-CH 2 - R r (C(Re) 2 )^M-CH 2 - f 

whetein R7, Rg, R9, M y W, Het, p and q are as defined hereinabove by 

1 0 reacting with the appropriately substituted alcohol, amine or mercaptan in an 
inert solvent such as dioxane or ac^tdnitrile and a base such as triethylamine 
or potassium 6^boimfc; w " * 

where one or more of R^ R^ R3' ahid of Foimula 6 or an 
intermediate is a alkoxycarbonyl group of 2-7 carbon atoms, it can be 

15 converted to the corresponding carboxy group by reaction with a strong base 
such as aqueous sodium hydroxide in an alcoholic solvent such as ethanol; 

where brie " or more of Rj f , R2VR3 1 ^4* of Formula 6 or an 
intermediate is a carboxy group, it can be converted to a carbamoyl, N- 
alkylcarbainoyl or N,N-dialkylcarbamoyl of 4-12 carbon atoms by reaction in 

20 an inert solvent with a halogenating agent such as phosphorus oxychloride or 
oxalyl chloride, or alternatively activating by reaction with a coupling agent 
such as, but not limited to carbonyl diimidazole in an inert solvent such as 
dimethylformamide, followed by reaction with the appropriate amine; 
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where one of more of RjV R2V 1*3' and R4 ? of Formula 6 or an 
intermediate is a.carboxy group, it can be converted to an amino group by 
heating with diphenyl phosphoiyl azide and f-butanol in an inert solvent such 
as dioxane, followed by treatment with a strong acid such as hydrochloric or 
5 trifluoroacetic acid; 

where one or, more of Rj 1 , R2 1 , R3* and R^ of Formula 6 or an 
intermediate is an amino group, it can be converted to the corresponding 
dialkylamino group of 2 to 12 carbon atoms by alkylation with at least two 
equivalents of an alkyl halide of 1 to. 6 carbon atoms by beating in an inert 
10 solvent; 

whpre one or more of RjV R2'» R^'- and $4' .of Formula 6 or an 
intermediate is an amino ^oup, it can be converted to the corresponding , 
alkylsulfonamido, alkenylsi^onainidp, or aU^ylsulfpnamido group of 2 to 6 
carbon atoms by the reaction with an alkylsulfonyl chloride, alkenylsulfbnyl 
15 chloride, or alkynylsxilfonyl. chloride, respectively, in an inert solvent using a 

base such as triethylamine or pyridine; 

/. v.- 1: .Cv-v.-ir 1 -rf-.^'O ■ v- > ' - ; 

where one or more of R\\ R2 ? , R3 1 and R^ of Formula 6 or an 
- . *,l ■ ■*? * -;:r-">--*3->"ii :v. * " - ' -■ • - »V<v: -■'.•'.*'■ v 

intermediate is an amino group, it can be converted to the corresponding 

alkylamino group of 1 to 6 carbon atoms by alkylation with one equivalent of 

20 an alkyl halide of 1 to 6 carbon atoms by heating in an inert solvent or by 

reductive alkylation using an aldehyde of 1 to 6 carbon atoms and a reducing 

agent such as sodium cyanoborohydride in a protic solvent such as water or 

alcohol, or mixtures thereof; 

where one or more of R^, R^', R3 f and R^ of Formula 6 or an 

25 intermediate is an amino group, it can be converted to the corresponding 
groups: 
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Rs-CONH , R s ~ CONH , 

R^_^S0 2 NH R^^CONH Rg C ONH 
Rs Rs , Rs Rs , R s 



J 



O Rs 



wherein R5 is as defined hereinabove by reacting with the appropriately 
5 substituted carboxylic acid chloride or sulfonyl chloride or mixed anhydride 
(which is prepared from the cqnresponding carboxylic acid) in an inert solvent 
such as tetrahydrofuran (THF) in the presence of an organic base such as 
pyridine, triethylamine or N-methyl morpholine; 

where one or more of Ri', R^, R3' and R^ of Formula 6 or an 
10 intermediate is an amino group, it can be converted to the corresponding 



R 6 HN R 5 HN 

NH- V^NH- 

- (* ' S ^ 



15 wherein R5 is as defined hereinabove^ by the reaction in an inert solvent with 

an alkyl or phenyl substituted isocyanate, R5-N=O=0, or an alkyl or phenyl 

substituted isothiocyanate, R5-N=C=S; 

where one or more of Rj 1 , R2 r , R3 1 and of Formula 6 or an 

intermediate is an amino group, it can be converted to the corresponding 
20 groups: 
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wherein R5 is as defined ^hereinabove, by reacting with phosgene in an inert 
solvent such as toluene in the presence of a base such as pyridine to give an 
5 isocyanate which, in turn, is treated with an excess of the alcohol R5-OH. 

In those cases when the i&i \ R^, R3 ' and R4 1 substituents of Formula 6 
or an intermedial may contain an asymmetric carbon atom, the intermediates 
can be used as the racemate or as the individual R or S enantiomers in which 
case the cbinpounds of this invention will be in the racemic or R and S 

10 optically active forms, respectively. H cases where the substituents may 
contain more than one asymmetric carbon atom, diastereomers may be 
present; these can be separated fcy methods well known' in the art including, 
but not limited to, fractional crystallization and chromatographic methods. In 
those cases where the R^, R 2 f , R3', R^, R5, R^, R7, R 8 , R 9 and Het 

15 substituents of Formula 6 or an intermediate contains primary or secondary 
amino groups or hydroxyl groups, it may be necessary to protect these groups 
during the reaction sequence. The same amine or alcohol protecting groups 
described hereinabove can be used and they can be removed from the products 
of Formula 6 as previously described. . ^ 

20 

The preparation of the compounds and intermediates of this invention 
encompassed by Formula 13 is described below and in Flowsheet 2 where Ar, 
X and n are as hereinabove defined. 

According to the sequence of reaction outlined in Flowsheet 2, a quinoline-3- 
25 carboxylic acid ester of Formula 7 is hydrolyzed with base to furnish a 
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carboxylic acid of Formula 8, The carboxylic acid group of 8 is converted to 
an acyl imidazole by heating it with carbonyldiimidazole in an inert solvent 
such as dimethylformamide (DMF) followed by the addition of ammonia to 
give the amide 9. Dehydration of the amide functional group with the . 
5 dehydrating agent* cyanuric chloride in dimethylformamide (DMF)j gives the 
3-cyano-4-quinolone of Formula 10. Deprotonation of 10 with sodium hydride 
in anhydrous dimethylformamide (DMF), followed by reaction with 2-* 
(trimethylsnyl)ethoxymethyl (SEM) chloride provides a 4-quinolone of 
Formula 11. By heating 11 with sodium azide in dimethylsulfoxide (DMSO), 

10 it can be converted to an azide, which is reduced to the diamine of Formula 12 
by catalytic hydrogenation over, palladium-on-carbon or platinum-on-carbon 
in teti^ycfcpfuran. Reaction of 12 with nitrous acid provides 13. Refluxing 
13 in ; formic acid provides the 7-cyano-8-oxo-5,8-dihydrotriazolo[4,5- 
g]quinoline 14 or the 7-cyano-8-hydroxytriazolo[4,5-g]qTiiholine tautomer 

15 thereof. Heating 14 with or without solvent with a chlorinating agent such as 
phosphorus oxychloride or oxalyl chloride provides the corresponding 7- 
cyano-8-chlorotriazolo[4,5-g]quinoline. Condensation of 7-cyano-8- 
chlorotriazolo[4,5-g]quinoline with a nucleophilic amine, aniline, mercaptan, 
thiophenol, phenol, or alcohol reagent of Formula 5 gives the 7-cyano- 

20 triazolo[4,5-g]quinolines of Formula 15; this condensation can be accelerated 
by heating the reaction mixture together with one equivalent of pyridine 
hydrochloride or by using bases such as trialkylamines, sodium hydride in an 
inert solvent, sodium or potassium alkoxides in alcohol solvents, and the like. 
In those cases where the Ar substituents may contain an asymmetric carbon 

25 atom, the intermediates can be used as the racemate or as the individual R or S 
enantiomers in which case the compounds of this invention will be in the 
racemic or R and S optically active forms, respectively. In cases where the Ar 
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substituents may contain more than one asymmetric carbon atoms, 
diastereomers may be present; these can be separated by methods well known 
in the art including, but iiot limited to, fractional -crystallization and 
chromatographic methods. In those cases, in intermediates 5 where Ar , 
5 contains primary or secondary amino groups or hydroxyl groups, it may be 
necessary to protect these groups prior to the reaction" wilih 7-cyaho-8- 
chlorotriazoIo[4,5-g]quiholine. The same "amine or alcohol protecting groups 
described hereinabove can be used and they can be removed from the products 
15 as previously described. — -: : l * 

10 The quinoline-3-carboxylic acid ester of Formula 7 needed to prepare 

the compounds of this invention are either already known in the art or can be 
prepared by procedures known in the art as detailed in the ^ following reference:' 
Koga, Hiroshi; Itoh, Akira; Murayama, Satoshi; Suzue, Seigo; Irikura, 
Tsutomu, J: Med Chem., 23, 1358(1980). ^ ^ ; 
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Flowsheet 2 

O O 
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10 



The preparation of the compounds and intermediates of this invention 

encompassed by Formula 19 is described felow and in Flowsheet 3, where Ar, 

X and n are as hereinabove defined. } 

Heating 10 with or without solvent with a chlorinating agent such as 

phosphorus-; oxychloride or oxalyl chloride provides the intermediate 4,7- 

dic!Jbro-6-nitro-3-quinolinecarbohitrile. Condensation of 4,7-dichloro-6-nitro- 

3-quinolinecarbomtrile with a nucleophilic amine, aniline, mercaptan, 

*„ J ■• ~t 

tbiophenol, phenol, or alcohol reagent of Formula 5 gives the 7-cyano- 

<riazolo[4,5-g]qWolines of Formula 16; this condensation can be accelerated 

by heating the reaction mixture together witlif one equivalent of pyridine 

hydrochloride , or by using bases such as trialkylamines, sodium hydride in an 

inert solvent, sodium or potassium alkoxides in an alcohol solvents, and the 

15 like. Heating 16 ;vyith sodium azide in dimethyls^oMde (DMSO), provides 

the corresponding azides, which are reduced to the: diamines of Formula 17 by 

catalytic hydrogenation oyer paUadium-on-carbon or platinum-on-carbon in 

tetrahydrofuran. Reaction of 17 with 2,3-dihydroxy-l,4-dioxane of Formula 

18 in an inert solvent such as methanol provides the pyrido[2,3-g]quinoxaline- 

20 8-carbonitriles of Formula 19. In those cases where the Ar substituents may 

contain an asymmetric carbon atom, the intermediates can be used as the 

racemate or as the individual R or S enantiomers in which case the compounds 

of this invention will be in the racemic or R and S optically active forms, 

respectively. In cases where the Ar substituents may contain more than one 

25 asymmetric carbon atoms, diastereomers may be present; these can be 

separated by methods well known' in the art including, but not limited to, 

fractional crystallization and chromatographic methods. In those cases, in 
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intermediates- 5 \yhere Ar contains' primary: of secondary , amino groups or 
hydroxyl groups, it may be necessary to -protect these groups prior to the 
reaction with 4,7-chchloro-6-nitro-3-quinoline carbonitrile. The same amine or 
alcohol protecting groups hereinabove can be used and they can be removed 
from the products 19 as previously described. ; ° 



Flowsheet 3 




tvpxalyl chloride °2N 
ZHX^CH^-Ar^ ; C| 



(CH 2 )-Ar 



1. NaM 3 , DMSO H 2 N 



2. H 2 , Pd/C, 
EtOH 



H 2 N 



^(CH^r 





/(CH 2 )-Ar 




i 

18 



6 X)CX>H 



10 The preparation of the compounds and intermediates of this invention 

encompassed by Formula 23 is described below and in Flowsheet 4 where Ar, 
X and n are as hereinabove defined. G is selected from the group consisting of: 
alkyl of 1-6 carbon atoms, cycloalkyl of 3-8 carbon atoms, alkenyl of 2-6 
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carbon atoms, alkynyl of 2-6 carbon atoms, hydrdxyalkyl of 2-6 carbon atoms; 
mercaptoalkyl of 2-6 carbon atoms, phenyl* benzyl, 

' ■-- - (C(R6>2)p?- ■ ■ ^:*>- • '• 

/ \ , 

Rr(C(R6)2)p— yJ-(C(Re)2)-|r - ■ / R 8 R 9 ;CH-M-(C(R6)2) k - , 

(C(R6) 2 ) p 

5 • ~ ■ -.• 

R 7 -(C(R6)2) P - . RHCXReJzJp-M-^Rs^p- , 

! I 

where Rg, R7; Rg, R9, M, W; Het, PH, p and^q are as defined Hereinabove, g = 
2-6 and k = 2-4. 

Reaction of 17 with ain isothiocyanate 20 provides a mixture of 
10 thioureas of Formulas 21 and 22. Heating the mixture of Formulas 21 and 22 
with mercury (11)' oxide, and a catalytic amount of sulfur in an inert solvent 
such as dioxane provides the; corresponding substituted 2-aminp-7- 
cyanoimidazo[4,5-g]quinoiines of Formula 23. In those cases where the Ar 
and/or G substituents may contain an asymmetric carbon atom, the 
15 intermediates can be used as the racemate or as the individual R or S 
enantiomers in which case the compounds of this invention will be in the : 
racemic or R and S optically active forms, respectively.^ In cases where the Ar 
and/or G substituents may contain more than one asymmetric carbon atoms, 
diastereomers may be present; these can be separated by methods well known 
20 in the art including, but not limited to, fractional crystallization and 
chromatographic methods. In those cases, in intermediates 20 where G 
contains pnmary or secondary amino groups or hydroxyl groups, it may be 
necessary to protect these groups prior to the reaction with 17. The same 
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amine or alcohol protecting groups defined hereinabove can be used and they 
can be removed from the products 23 as previously described. 



Flowsheet 4 




The preparation of the compounds and intermediates of this invention 
encompassed by Formula 26 is described below and in Flowsheet 5 where Ar, 
X and n are as hereinabove defined. 
10 Reaction of 12 with cyanogen bromide in an inert solvent such as 

methanol provides a compound of Formula 24. Refluxing 24 in formic acid 
with 4 equivalents of imidazole provides a compound of formula 25. Heating 



WO 01/47892 



93 



PCT/US00/35616 



25 with or without solvent with a chlorinating agent "such as phosphorus 
oxychloride or oxalyl chloride provides the corresponding 2-aihin6-8- 
cUon)imidazo[4,5-g]quinoline-7-carbonitrile. Condensation of 2-amino-8- 
cMoroimidazo[4,5-g]quinoline-7-carbonitrile with a nucleophilic ; amifie, 
5 aniline, mercaptan, thiophenol, phenol, or alcohol reagent of Formula 5 gives 
the 7-cyano imidazo[4,5-g]quinolines of Formula 26; this condensation can be 
accelerated by heating, the reaction mixture together with one equivalent of 
pyridine hydrochloride or by using bases such as trialkylamines, sodium 
hydride in an inert solvent, sodium or potassium alkoxides in an alcohol . 
10 solvents, and the like. In those cases where the Ar substituents may contain an 

7 ,v • , . j;> i , . i. J \ 

asymmetric carbon atom, the intermediates can be used as the racemate or as 
the individual' R or S enantioiners in which case the compounds of this 
invention will be in the racemic or R and S optically active forms, 
respectively/ Ih cases where the Ar substituents may contain more than one 

15 asymmetric carbon atoms, diastereomers may be present; these can be 
separated by methods well khciwn in the art including, but not limited to, 
fractional crystallization and chromatographic methods. In those cases, in 
intermediates 5 where Ar contains primary or {secondary amino groups or 
hydroxyl groups, it may be necessary to protect these groups prior 'to the 

20 reaction with 2-amino-8-cWoro-imida2x>[4,5-g]quinoline-7-carbonitrile. The 
same amine or alcohol protecting groups described hereinabove can be used 
and they can be removed from the products 26 as previously described. 
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Flowsheet 5 




The preparation of the compounds and intermediates of this invention 
encompassed by Formula 28 is described below and in Flowsheet 6 where Ar, 
5 X and n are as hereinabove defined. 

Refluxing 12 in formic acid with 4 equivalents of imidazole provides a 
compound of formula 27. Heating 27 with or without solvent with a 
chlorinating agent such as phosphorus oxychloride or oxalyl chloride provides 
the corresponding S-cUoroimidazo^jS-glquinoline-T-carbonitrile. 
10 Condensation of 8-cUoroimidazo[4 > 5-g]qxiinoline-7-carbonitrile with a 
nucleophilic amine, aniline, mercaptan, thiophenol, phenol, or alcohol reagent 
of Formula 5 gives the 7-cyano-imidazo[4,5-g]quinolines of Formula 28; this 



WO 01/47892 



95 



PCT/US00/35616 



condensation can be accelerated by heating the reaction mixture together with 
one equivalent of pyridine hydrochloride or by using bases such as 
trialkylamines, sodium hydride in an inert solvent, sodium or potassium 
alkoxides in an alcohol solvents, and. the like: In those cases where the Ar 
5 substituents may contaii an asymmetric carbon atom, the intermediates can be 
used as the racemate or as the individual R or S enantiomers in which case the 
compounds of this invention will be in the racemic or R and S optically active 
forms, respectively. In cases where the Ar substituents may contain more than 
one asymmetric ciarbon atoms, diastereomers may be present; these can be 

10 separated by . methods well known' in the art including, but not limited to, 
fractional crystallization and chromatographic methods. In those cases, in 
intermediates 5 where Ar contains primary or secondary amino groups or 
hydroxyl groups, it may be necessary to protect 'these groups prior to the 
reaction with 8-cUoroimidazo[4,5-g]quinoline-7-carbonitrile. The same amine 

15 or alcohol protecting groups described hereinabove can bem used and they can 
be removed from the products 28 as previously described. 
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Flowsheet 6 




An alternative preparation of the compounds and intermediates of this 
invention encompassed by Formula 28 is described below and in Flowsheet 7 
5 where Ar, X and n are as hereinabove defined. 

Refluxing intermediates of Formula 17 in diethoxymethyl acetate 
provides the 77cyanp-imidaM[4,5-g]qiiinolines of Formula 28 when X is 
oxygen or sulfur. When X is nitrogen, with a hydrogen substituent, the - 
corresponding 7-cyanoimidazo[4,5-g]quinolin-8-ylfonnainides are formed. 

10 Heating the, 7-cy^oinrida2»[4,5-g]qum^ potassium 
carbonate in a solvent such as methanol pr ethanol provides the compounds of 
Formula 28. In , those cases where the , Ar substifuents may contain an 
asymmetric carbon atom, the intermediates can be used as the racemate or as 
the individual R or S enantiomers in which case the compounds of this 

15 invention will be in the racemic or R and S optically active forms, 
respectively. In cases where the Ar substitiients may contain more than one 
asymmetric carbon atoms, diastereomers may be present; these can be 
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separated by methods well known in the art including, but not limited to, 
fractional crystallization and chromatographic methods. In those cases, in 
intermediates 17 where Ar contains primary or secondary amino groups or 
hydroxyl groups, it may be necessary to protect these groups prior to the 
reaction with diethoxymethyl acetate. The same amine or alcohol protecting 
groups described hereinabove can be used and they can be removed from the 
products 28 as previously described. 

Flowsheet 7 




10 



/(CH^-Ar 

~ M 1 . diethoxymethyl 

CN , acetate , * ^ 

17 ;! 2.K 2 C0 3 , r L N<W - N * 

MeOH H 28 



/(CriJ-Ar 




15 



The preparation of the compounds and intermediates of this invention 
encompassed by Formula 32 is described below and in Flowsheet 8 where Ar, 
X and n are as hereinabove defined; and 

G 1 is selected from the group consisting of: hydrogen, alkyl of 1-6 
carbon atoms, trifluoromethyl, cycloalkyl of 3-8 carbon atoms, alkenyl of 2-6 
carbon atoms, alkynyl of 2-6 carbon atoms, thiol, hydroxyalkyl of 1-6 carbon 
atoms; mercaptoalkyl of 1-6 carbon atoms; halomethyl, alkbxycarbonyl of 2-7 
carbon atoms, phenyl, benzyl, phenoxy; 



20 



R 7 -(C(R 6 )2)a-V- 



Ph-(C(R 6 ) 2 ) q -W-(C(R 6 )2) k -V- 
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where g, k, R^, R7,V* W and Ph are as defined hereinabove. 

Reaction of 17 with a earboxylic acid chloride of Formula 29 with a 
base such aspyridine^ diethylaniline or triethylamine with or without an inert 
5 solvent such as teti^ydrofuran (THF) provides mixtureis of compounds of 
Formula 30 and 31. Heating die mixture of Formulas 30 and 31 in formic acid 
or acetic acid provides the corresponding substituted 7-cyano-imidazo [4,5- 
g]quinolines of Formula 32. Alternatively, intermediates 17 can be directly 
converted to substituted 7-cyano-imidazo[4,5-g]quinolines of Formula 32 by 

10 reaction with G'-C(L') 3 , where L' is chloro, hydroxy, alkoxy, alkylthio, 
phenrixy, thiophenoxy or dimethylamine, or two. L*. groups can be taken 
together to form =S, ? =NH, =0 or =Se substituents, using acidic conditions 
(Hagen, H; Kohler, R.-D.;Fleig, H. Liebigs Ann. Chem., 1216 (1980), or basic 
reaction conditions (Webb, R. L. et al, J. Heterocycl. Chem:, 24, 275 (1?87), 

15 McKee, R. L.; Mckee, M. K.; Bost, R. W. J. Am. Chem. Soc, 6Stl 1904 (1946), ; • 
Allen, J. A.; E>eacon, B. D. Org. Synth., 30, 56 (1950)) or by using a strongly 
dehydrating solvent such as polyphosphoric acid (Hein, D. W.; Leavitt, J. J. J. 
Am. Chem. Soc: 9 79,* 427 (1957), or by using ; agents such as 2-ethoxy-l- 
ethoxycarbonyl-l^-dihydroquinoline (Corrol, F. L; Coleman, M. C. J. Med. 

20 Chem., 18, 318 (1975)) of by heating in an inert solvent (Cohen, V. L; 
Pourabass, J- Heterocycl. Chem., 14, 1321 (1977)). In those cases, in 

- t - V 

intermediates 29 or G'-C(L f ) 3 where G 1 "contains primary pr secondary amino 
groups or hydroxyl groups, it may be necessary to protect these groups prior to 
the reaction with 17. The same amine or alcohol protecting groups as defined 
25 hereinabove can be used and they can be removed from the products 32 as 
previously described. In those cases where the Ar and/or G f substituents may 
contain an asymmetric carbon atom, the intermediates can be used as the 
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racemate or as the individual R or S enantiomers in which case the compounds 
of this invention will be in the racemic or R and S optically active forms, 
respectively. In cases where the substituents may contain- more than one 
asymmetric carbon atoms* diastereomers : may be present; these can be 
5 separated by, methods well known in the: art including, but not limited to, 
fractional crystallization and chromatographic methods. ■ ^ l , 



Flowsheets. 




10 : 

Converting the G 1 groups of Formula 32 to R 2 groups can be 
accomplished through any conventionally known techniques. 
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. The preparation of the compounds and intermediates of this invention - 
encompassed by Formula 36 is described below and in Flowsheet 9. where Ar, 
X, (j 1 and n are as hereinabove defined; and 7 ./ 
5 . G" is hydrogen, alkyl of J -6 carbon atoms, cycloalkyl of 3-8 carbon : 

atoms, alkenyl of 2-6 carbon atoms, alkynyl of 2-6' carbon atoms, 
hydroxyalkyl of 2-6 carbon atoms; mercaptoalkyl of 2-6 carbon atoms, phenyl, 
benzyl* - ■ .-Jri;,- .n •>;■«..' -"W. / % •• ■ ; 

.. & . £t r . ,;(C(R6)2)p! - - - v - : - 
/ \ 

R7KC(R6)2)p— Nv. < J*HC(R$£ k - ; R8R^CH-M-(C(R6)2)^ \ ^ 

IQ ; j ; v v r ^ (Q(R(B)2)p. -r . 3 ^ '* - ^ l - > 

r R7-(C(R6)2) p - , ^ R7-(C(R6)2)p-M-(C(R 6 )2)p. ( - 

;.HetH[C(R 6 )2) q -W--(C(R6)2)p- Ph-CCCF^^-W^CCF^)^ ; 
where Rg, R7, RgV R<£ M, W, Het* Ph, p and q are as hereinabove defined and 
• g-2:6^andk = 2-4. ;v: -- JC Z^--'— -~-r ( -,v ■■ • - * • 

15 By heating 11 with amines of Formula 33 in ah inert solvent such as 

acetonitrile or dimethyl sulfoxide (DMSO), followed by catalytic 
hydrbgenation over palladium bri carbon in teti^ydrofurm and ethahol, it can 
be converted' to compounds of Formula 34. Tlie compounds of Formula 34 
can be converted to compounds of FormulaL 35 by reaction with G'-C(L')3, 

20 where L f is chlorb, hydroxy, alkoxy, alkylthio, phenoxy, thiophenoxy or 
dimethylamine; or two L' groups can be taken together to form =S, =NH, =0 
or =Se substituents, using acidic conditions (Hagen, H; Kbhler, R.-D.;Fleig, 
H. LiebigsAnm Cherri., 1216 (1980), or basic reaction conditions (Webb, R. L. 
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et al, J. Heterocycl Chem., 24, 275 (1987), McKee, R. L.; Mckee, M. K.; 
Bost, R. W. J. Am. Chem. Soc.- 68, 1904 (1946), Allen; J/ A.; Deacon; B. D. 
Org. Synth., 30, 56 (1950)) or by using 4 strongly dehydrating solvent such as 
polyphosphoric acid (Hein, D. W.; Eeavitt, J; J. J: Am! Qheiru Soc, 79; 427 
5 (1957), or- by using agents such as 2-etHb^-l^th6^carbbnyl-l,2- 
dihydroquinoline (Corral, F. L; Coleman; Mr Ci J. Med Chem., 18, 318 
(1975)) ior by heating in an, inert solvent (Cohen; V.- L; Pburiabass, J; - 
Heterocycl. Chem., 14, 1321 (1977)). Heating 35 with or without solvent with- - 
a chlorinating agent such as phosphorus oxychloride or oxalyl chloride 

10 provides the corresponding 8-chloroimidazo[4,5rg]qiM61ine-7-carbonitriles. 
Condensation of 8^Uorqinudazo[4,5^ T : with *>' a 

nucleophilic amine, aniline, mercaptan, thiophenol, phenol, or alcohol reagent 
of Formula 5 gives the 7-cyano-imidazo[4,5-g]quinolines of Formula 36; this 
condensation can be accelerated by heating the reaction mixture together with 

15 one equivalent of pyridine hydrochloride or by using bases such as 
trialkylamines, sodium hydride^ in an inert solvent,' sodium of potassium 
alkoxides in an alcohol solvent, and the like. In those cases, where the Ar 
and/or G' and/or G" substituents may contain an asymmetric carbon atom; the 
intermediatesf can be used as } the racemate or as the individual R or S 

20 enantiomers in which case the compounds of this invention will be in the 
racemic or R and S optically active forms, respectively. In cases where the Ar 
and/or G f and/or G" substituents may rontain more than, one asymmetric 
carbon atoms, diastereomers may ,be present; these can, be, separated by 
methods well known in the art including, but not limited to, fractional: 

25 crystallization and chromatographic methods. In those cases, in intermediates 
33 where G" contains primary or secondary amino groups or hydroxyl groups, 
it may be necessary to protect these groups prior to the reaction with 11. In 
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those cases, in intermediates 5 where Ar contains primary or secondary amino 
groups or hydroxyl groups, it may be necessary to protect these groups pricnr to 
the reaction with 8^Uoroimidazo[4 s 5-g]quinoline^7-carbonitrUes. The same j 
amine or, alcohol protecting groups described hereinabove can be used and 
5 they can be removed from the products 36 as previously described. 



FIowsheet9 rV 




Converting the G' groups of Formula 36 or Formula 35 to R 2 groups 
10 and th6 G" groups of Formula 36 or Formula 35 to R 3 groups can be 
accomplished through any conventionally known techniques. 
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The preparation of the compounds and intennediates of this invention 
encompassed by Formula 39 is described below and in Flowsheet 10 where 
Ar, X, G 1 and n are as hereinabove defined.- * • - . . 

By heating 11 with' sodiuni sulfide in dimethylsulfoxide (DMSO), 
5 followed by catalytic hydrogenatiori over palladium on : carbon in 
tetrahydrofuran and ethanol, it can be converted to a compound of Formula 37. 
Refluxing 37 in formic acid with 4 equivalents of imidazole provides a 
compound of formula 38. The compounds of Formula 37'can be converted to 
compounds of Formula 38 by reaction with <jf-C(L%j where L' is chloro, 

^..< ^ _ 4> v _ jj : ; 

1 0 hydroxy, alkoxy, alSyhhio, phenoxy, thiophenoxy or diihethylamine" or two L f 
groups can be taken together to form =S, =NH, =0 or =Se substituents, using 
acidic conditions (Hagen, H; Kohler, R.-D.;Fleig, H. Liebigs Ann. Chem., 
1216 (1980), or basic reaction conditions (Tawins, A.; Hsiii, R, K.-C. Can. J. 
Chem., 49, 4054 (1971)) or by using a strongly dehy<frating solvent such as 

15 polyphosphoric acid (Hein, D. W.; Leavitt, J, J. J. Am. Chem. Soc, 79, ATI 

(1957), or by using agents such as phosphorus oicychlofide (E)avis, C.S. J. 

■♦*'*■ \\ * * ' 

Pharm. Set, 51, 1111 (1962)) or by heating in an inert solvent (Campaigne, 
E.; Van Verth, J. E. J. Org. Chem., 23, 1344 (1958), George, B.; 
Papadbpoulos, E. P. J: Org. ...fa^';''«/255(ft (1977). r Heating 38 with or 

20 without solvent with a chlorinating agent such as phosphorus bxychloride or 
oxalyl chloride provides the corresponding 7-cyano-8-chlorothiazolo[4,5- 
gjquinoline. Condensation^ of a substituted 7-cyano-8 r chlorothiazolo[4,5- 
g]quinoline with a nucleophilic amine, aniline, mercaptan, thiophenol, phenol, . 
or alcohol reagent of Formula 5 gives the 7-cyanothiazolo[4,5-g]qxunolines of. 

25 Formula 39; this condensation can be accelerated by heating the reaction 
mixture together with one equivalent of pyridine hydrochloride or by using 
bases such as trialkylamines, sodium hydride in an inert solvent, sodium or 
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potassium alkoxides in an alcohol solvent, and the like. In those cases where 
At and/or (¥ may contain an asymmetric carbon atom, the intennediates can 
be used as the racemate or as the individual R or S enantiomers in which case 
the compounds of this invention will be in the racemic or R and S optically 
5 active forms, respectively. In cases where the substituents may contain more 
than one asymmetric carbon atoms, diastereomers may be present; these can 
be separated by methods well known in the art including, but not limited to, 
fractional crystallization and chromatographic methods. In those cases, in 
intermediates 5 where Ar contains primary or secondary amino groups or 
10 hydroxyl groups, it may be necessary to protect these groups prior to the 
reaction with 7^yano-8-cMorothiazolo[4,5-g]quinoline. The same amine or 
alcohol protecting groups described hereinabove can be used and they can be 
removed from the products 39 as previously described. 
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Flowsheet 10 



Or 




Converting the G f groups of Formula 39 to R 2 groups can be 
accomplished through any conventionally known techniques. 
5 The preparation of the compounds and intermediates of this invention 

encompassed by Formula 44 is described below and in Flowsheet 1 1 where 
Ar, X and n are as hereinabove defined. 

QL Q2> Q3 and Q4 are each, independently, hydrogen, halogen, 
hydroxy, amino, hydroxyamino, trifluoromethyl, trifluoromethoxy, mercapto, 
10 alkyl of 1-6 carbon atoms, cycloalkyl of 3-8 carbon atoms, alkenyl of 2-6 
carbon atoms, alkynyl of 2-6 carbon atoms, alkenyloxy of 2-6 carbon atoms, 
alkynyloxy of 2-6 carbon atoms, hydroxyalkyl of 1-6 carbon atoms, 
mercaptoalkyl of 1-6 carbon atoms, halomethyl, alkoxymethyl of 2-7 carbon 
atoms, alkoxy of 1-6 carbon atoms, cycloalkoxy of 3-8 carbon atoms, alkylthio 
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of 1-6 carbon atoms, cycloalkylthio of 3-8 carbon atoms, alkylsulphinyl of 1-6 
carbon atoms, alkylsulfpnyl^of 1-6 carbon atoms, alkylsulfonamido of 1-6 
carbon atoms, alkenylsulfonamido of 2-6 carbon atoms, alkynylsulfonamido 
of 2-6 carbon atoms, cyano,; nitro,- carboxy,. ^alkoxycarbonyl of 2-7 carbon 
atoms, alkanoyl - of 2-7 , carbon atoms, N-alkylcarbamoyl, N,N- 
dialkylcarbamoyly N-alkyl-N-alkenylamino of 4 to 12 .carbon atoms- N,N- 
dialkenylamino of 6-12 carbon atoms, phenylamino,:beiizylamino, phenoxy^ 
phenyl, thiophenoxy, benzyl, alkylamino of 1-6 carbon atoms^ dialkylamino of 
2 to 12 carbon atoms, 0 jj ; • , - i // ? 



: (C(R6) 2 ) p u ^ , ; ^ q 
/ \ 

R 7 -(C(R6)2)— ^-(CCReh^V- f 7 R^Rq-CH-M-CCCRqJz)^ 

(C(Re) 2 ) p ' - - ^ 



R7-(C(R 6 )2)g^ . : ^ - 

HeMC(^ ?h-j^ 
15 where V, R$, R7, Rg, Rg, M, W, Het, Ph, g, k, p and q are as hereinabove 

defined. >~ - - ;: r .•• 

By reacting substituted 2-nitrobenzonitriles of Formula 40 with methyl 
thioglycplate and a base such as potassium hydroxide or triethylamine in an 
inert solvent such as dimethyl sulfpxide (DMSO):pr aqueous dimethyl 
20 formamide (DMF) with or without heating provides compounds of Formula 
41. Heating the substituted anilinq of Formula 41 with dimethylformamide 
dimethyl acetal with or without a solvent gives intermediates of Formula 42. 
The reaction of 42 with from one to ten equivalents of acetonitrile using a base 
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such as rt-butyUithium, sodium methoxide or the like in an inert solvent gives 
the 4-oxo-l,4-dihydro[l]benzothieno[3,2-b]pyridine-3-carbonitrile 43, or the 
4«hydroxy[l]benzothieno[3,2-b]pyridine-3-carbonitriles tautomers thereof. 
Heating 43 with or without; solvent with a chlorinating agent such as 
5 phosphorus oxychloride or oxalyl chloride provides the corresponding 4- 
cUoro[l]benzothieno[3^-b]pyridine-3^arbonitriles/ Condensation of 4- 
chloro[l]benzothieno[3,2-b]pyridihe-3-carbonitriles with a nucledphilic 
amine, aniline, mercaptan, thibphenol, phenol, or alcohol reagent of Formula 5 - 
gives the benzothieno [3 5 2-b]pyridine-3 -carbonitriles of Formula ' 44; this 

10 condensation can be accelerated by heating the reaction mixture together with 
one equivalent of pyridine hydrochloride or by using bases such as 
trialkylamines, sodium hydride in an inert solvent, sodium or potassium 
alkoxides in an alcohol solvents, and the like. In those cases where the Ar 
and/or Ql, Q2, Q3 and Q4 substituents may contain an asymmetric carbon 

1 5 atom, the intermediates can be used as the racemate or as the individual R or S 
enantiomers in which case the compounds of this invention will be in the 
racemic or R and S optically active forms, respectively. In cases where the Ar 
and/or Ql, Q2, Q3 and Q4 "substituents may contain more than one 
asymmetric carbon atoms;' diastereomers may be present; these can be 

20 separated by methods well known in the art including, but not limited to, 
fractional crystallization" arid chromatographic methods. In those cases, in 
intermediates 40 where Ql, Q2, Q3 and Q4 contain primary or secondary 
amino groups or hydroxyl groups, it may be necessary to protect these groups 
prior to the reaction with methyl thioglycolate. In those cases, in intermediates 

25 5 where Ar contains primary or secondary amino groups or hydroxyl groups, it 
may be necessary to protect these groups prior to the reaction with the 4- 
cUoro[l]ben2»thieno[3,2-b]pyridine-3-carbonitriles. The same amine or 
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alcohol protecting groups described hereinabove can be used and they can be 
removed from the products 44 as previously desoibed. 

The 2-nitrobenzonitriles: of Formula 40 are either coinmercially 
available, or are already known to the art or can be prepared by procedures 
known in the art 



Flowsheet 11 




?HSCH2COOMe 



KOH 




COOMe 



DMA-DMF 



41 Q4 ?S H 2 



Qi " ; 



4 42 



1. POQ! 3 



COOMe 



NMe 



* GH 3 CN, n-BuLi 



2.HX-(CH2)^-Ar Q 3 ' 
.5 




44 Q4 



10 Converting the Qi, Q2, Q3 and Q4 groups to R\, R2, R3 and 

R4 groups can be accomplished through any conventionally _ known 
techniques, for example: 
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Where one or more of Qi, Q2, Q3 or Q4 of Formula 44 is a nitro 
group, it can be converted to the corresponding amino group by reduction 
using a reducing agent such as iron in acetic acid; 

where one or more of Qi, Q2, Q3 or Q4 of Formula 44 is an amino 
5 group, it can be converted to the corresponding dialkylamino group of 2 to 12 
carbon atoms by alkylation with at least two equivalents of an alkyl halide of 1 
to 6 carbon atoms by heating in an inert solvent; 

where one or more of Qi, Q2, Q3 or Q4 of Formula 44 is a methoxy 
group, it can be converted to the corresponding hydrbxy'group by reaction 
10 with a demethylating agent such as boron tribromide in an inert solvent or by 
heating with pyridinium- chloride with or without solvent; 

where one or more of Qi, Q2, Q3 or Q4 of Formula 44 is an amino 
group, > it can be converted to the corresponding alkylsulforiaiiiido, 
alkenylsulfbhamido, or: alkynylsulfonamido group of 2 to 6 carbon atoms by 
15 the reaction with an alkylsulfonyl chloride, alkenylsulfdriyl chloride, or 
alkynyisulfonyl chloride, respectively, in an inert solvent using a base such as 
triethylamine or pyridine; 

• r J' 

where two of Qi, Q2, Q3 or Q4 of Formula 44 are contiguous inethoxy 
groups, the corresponding compound' with contiguous hydroxy groups can be 
20 prepared by using a demethylating agent such as boron tribromide in an inert 
solvent or by heating with pyridinium chloride with or without solvent 

Where one or more of Qi, Q2, Q3 or Q4 of Formula 44 is an amino 
group, it can be converted with or without heating to the corresponding 
alkylamino group of 1 to 6 carbon atoms by alkylation with one equivalent of 
25 an alkyl halide of 1 to 6 carbon atoms or by reductive alkylation Using an 
aldehyde of 1 to 6 carbon atoms and a reducing agent such as sodium 
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cyanoborohydride in a protic solvent such as water or alcohol, or mixtures 
thereof; ';*-.■•• 

.where one or more of Q2„Q3 pr Q4 of Formula 44 is hydroxy, it 
can be converted to Ae co^^ppnding alkanoyloxy* group of 1-6 carbon atoms 
5 by reaction with an appropriate carboxylic acid chloride, anhydride, or mixed 
anhydride in a inert solvent using pyridine or a trialkylamine as a base; 

where one or more of Qi^ Q2, Q3 or Q4 of Formula 44 is hydroxy, it 
can be converted to the corresponding alkenoyloxy group of 1-6 carbon atoms 
by reaction with an appropriate carboxylic acid chloride, anhydride, or mixed f 
1 0 anhydride in an inert solvent using pyridine or a trialkylamine as a base; 

where one or more of Qi, Q2, Q3 or Q4 of Formula 44 is hydroxy, it 
can be converted to the corresponding groups: 

' " (C(R6>2)p " ' 1 

R7-(C(R6)2)— .N-^Re^k-V- RsRg-Cr^M-CCCR^k-V- 

; ' ; '"• " (c(R 6 ) 2 ) p "•' ' '" ' 

15 , , ■„-.< . ,d -. ,- ■ - .,. •.- r. -•■ : . 

• ...... - -• ' ■'. ' -> ; = '' ':•<• ~ 

R7-(C(R6)2) g -V- RT-^Re^M-^Rs^k-V- ; ' 

Het-(C(R 6 ) 2 ) q -W-(C(R6) 2 )k-V- ~ Ph-(C(R 6 ) 2 )q-W-(C(R 6 ) 2 ) k -V- • . 
wherein V is oxygeriVRg, R7, Rg; R9, M, W, Het, Ph, p and q are as 
hereinabove defined and "g ;'= 2-6 and k = 2-4 by reacting with the appropriately 
20 substituted alcohol using triphenyl phosphine arid diethyl azodicarboxyiate in 
an inert solvent, or alternatively by first reacting with a reagent sucli as, but 
not limited to, a bromoalkyl chloride or chloroalkyl tosylate to provide an 
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intermediate haloalkoxy group which can be converted to the above described 
groups by subsequent reaction with an appropriately substituted nucleophile; 

where one or more 1 of Qi* Q2» Q3 or Q4 of Formula 44 is' a HO- 
(CH2)q- group, it can be converted to the "corresponding groups: ^ : - ^ 

, ^■• - )t^CH^ , : . C >-0(GH 2 ) q -^ , 

o o , 

wherein q and R5 are as defined above, by the reaction in an inert solvent with 
an alkyl or phenyl substituted isocyanate, R5-N=C=0, or using a base such as 

1 0 pyridine, with a reagent (Rs^NCOCl; 

where one or more of Qi, Q2, Q3 or Q4 of Formula 44 is carboxy or a 
alkoxycarbonyl group of 2-7 carbon atoms, it cm be converted to the 
corresponding hydroxymethyl group by reduction with an appropriate 
reducing agent such as Uthium borohydride, or lithium ^uinirixim hydride in a 

15 inert solvent; the hydroxymethyl group, in turn, can be converted to the 
corresponding halomethyl group by reaction in an inert solvent with a 
halogenating reagent such as phosphorus tribromide to give a brpmomethyl 
group, or phosphorus pentachloride to give a chloromethyl group. The 
hydroxymethyl group _can be acylated with an appropriate acid; chloride, 

20 anhydride, or mixed anhydride in an inert solvent ; using,, pyridine or a 
trialkylamine as a base to give the compounds of this invention with the 
corresponding alkanoyloxymethyl group of 2-7 carbon atoms, 
alkenoyloxymethyl group of 2-7 carbon atoms, or alkynoyloxymethyl group 
of 2-7 carbon atoms; 
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where one or more of Qi, Q2, Q3 or Q4 of Formula 44 is a halomethyl 
group, it can be converted to the corresponding groups: 



- : -(C(Re)2)p : <: 

/ \ 

R 7 -(C(R6)2)p^N^ H-CH 2 - .RaR^CH-M-CHz- , 

(C(R6)2)p 



Het-(C(R 6 ) 2 ) q -W-CH 2 - , R r (C(R6) 2 )p-M-CH 2 - , 

wherein Rg, R7, .Rg,.R9, M,,W, Het, p and q are as hereinabove defined by 

reacting with the appropriately substituted alcohol, amine or mercaptan in an 
10 inert solvent such as dioxane or acetonitrile and a base such as triethylamine 
or potassium carbonate; r , : : V 

where one or more of Qi, Q2, Q3 or Q4 of Formula 44 is a 
H2N(CH2)q- group, it can be converted to the corresponding groups: 

R 5 -CONH(CH 2 ) q - , R 5 = CONH(CH 2 ) q - ( 



R5 ^CONH(CH 2 )q- R Sv _ / CONH(CH 2 ) q - 



R 5x=/ S0 2 NH(CH 2 ) q - 
15 ^5 R5 



wherein R5 and q are as hereinabove defined, by reacting with the 
appropriately substituted acid chloride or mixed anhydride (which is prepared 
from the corresponding carboxylic acid) in an inert solvent such as 
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tetrahydrofuran (THF) in the presence of an organic base such as pyridine, 
triethylamineorN-methylmorpholine; ■ - 

where one or more of Ql, Q2, Q3 or Q4 of Formula 44 is a 
H2N(CH2)q- group, it can be converted to the, corresponding groups: 

5 . . - ; > 

>^NH(CH 2 ) q - 
O 

wherein R5 and q are as hereinabove defined, by reacting with phosgene in an 
inert solvent such as toluene in the presence of a bas& such as pyridine to give 
10 an isocyanate which, in turn* is treated with an excess of the alcohol R5-OH; 

where brie or more of Ql, Q3 or Q4 of Fonriula 44 is S 
H2N(CH2)q- group, it can be converted to the corresponding groupis: 



>-NH(CH 2 ) q - ^NH(CH 2 ) q 
O B O 



15 



wherein R5 and q are as hereinab^ in an inert 

solvent with an alkyl or phenyl substituted isocyanate, R5~N=C=0, or by 
reacting with phosgene in an inert solvent such as toluene in the presence of a 
base such as pyridine to give an isocyanate which, in turn, is treated with an 
20 excess of amine (Rs^NH; 

where one or more of Qi, Q2, Q3 or Q4 of Formula 44 is a 
H2N(CH2)q- group, it can be converted to the corresponding groups: 
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R 5 HN (Rs)2N 

^NH(CH 2 ) q - f ^-NH(CH 2 ) q - 



( wherein R5 and q are as hereinabove defined, by the reaction in an inert 

solvent with an alkyl or phenyl substituted isothiocyanate, R5~N=C=S, or by 

5 reacting with 1 , 1 -thiocarbonyldiimidazole in an inert solvent such as toluene 
in the presence of a base such as pyridine to give ah isothiocyanate which, in 
turn, is treated with an excess of amine (R^NH. '" / 



Intermediate 43 can also be prepared as described below and in 
10 Flowsheet 12. 

■j 

By reacting substituted 2-fluorobenzonitriles of Formula 45 with . 
methyl thioglycolate and a base such as potassium hydroxide or taethylamine 
in an inert solvent such as dimethyl sulfoxide (DMSO) or aqueous dimethyl 
formamide (DMF) with or without heating provides compounds of Formula 

15 41. Heating the substituted anilines of Formula 41 with N-methyl piperazine 
in an inert solvent such as N-methyl pyrrolidine (NMP) provides intermediates 
46. Treatment of 46 with ethyl (ethoxymethylene)cyanoacetate gives 
intermediates 47. Cyclization of 47 in refluxing 1 :3 biphenyl/diphenyl ether to 
provide compounds of Formula 43, or the 4-hydroxy[l]benzothieno[3,2- 

20 b]pyridine-3-carbonitriles tautomers thereof, which can be converted to the 
compounds of this invention using the procedures outlined in Flowsheet 1 1 . 

The 2-fhiorobenzonitriles of Formula 45 are either commercially 
available, or are already known to the art or can be prepared by procedures 
known in the art. 
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HSCH 2 COOMe 
KOH 




COOMe NMP, 



41 Q4 



N-methyl 
piperazihe 



J°S. li 




" C0 2 Et 



47 Q4 



/~ CN 1:3biphenyl/ 
HN^ .diphenyl ether 



the preparation of the compounds and intermediates of this invention 
encompassed by Formiila 52 is described below and in Flowsheet 13 where 
Ar, X, Qi, Q2, Q3 ancl Q4 and n are as hereinabove defined. 

Reaction of substituted 2-nitrophenols of Formula 48 with ethyl 
bromoacetate and a base such as potassium carbonate in an inert solvent such 
as dimethyl formamide (DMF) with or without heating, followed by further 
treatment with potassium f-butoxide in an inert solvent such as tetrahydrofuran 
(THF) provides compounds of Formula 49. Heating the substituted aniline of 
Formula 49 with dimethylformamide dimethyl acetal with or without a solvent 
gives intermediates of Formula 50. The reaction of 50 with from one to ten 
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equivalents of acetonitrile using a base such as n-butylKthium, sodium 
methoxide or. the like in , an inert solvent gives the . 4-oxo-l,4- 
dihydro[l]benz»^o[3^-b]pyridine-3-carbonitrile 51, , or the 4- 
hydroxy[l]benzof^o[3 ? 2-b]pyridine-3-c^ tautomers; thereof. 

5 Heating 51 with or without solvent with a chlorinating agent such as 
phosphorus oxychloride or oxalyl chloride provides the corresponding 4- 
cUoro[l]benzofuro[3,2-b]pyridineO-carbonitriles. Condensation of 4- 
cUoro[l]benzoftu:o[3,2-b]pyridine-3-carbonitriles with a nucleophilic amine," 
aniline, mercaptan, thiophenol, phenol, or alcohol reagent of Formula 5 gives 

10 the benzofuro[3,2-b]pyridme this condensation 

can be accelerated by heating the reaction with one 

equivalent of pyridine hydrochloride or by using Bases siich as triaikylamines, 
sodium hydride in an inert solvent, sodium or potassium alkoxides in alcohbl 
solvents, and the like. In those cases where the Ar and/or Qi, Q2, Q3 and Q4 

1 5 substituents may contain an asymmetric carbon atom, the intermediates can be 
used as the racemate or as the individual R or S enantiomers in which case the 
compounds of this invention will be in the racemic or, R and S optically active 
forms, respectively. In cases where the Ar and/or Qi, Q2, Q3 and Q4 
substituents xnscy contain more than one asymmetric carbon atoms, 

20 diastereomers may be present; these can be separated by methods well known 
in the art including,^ but not limited, to, fractional crystallization and 
chromatographic methods. In those cases, in intermediates 48 where Qi, Q2, 
Q3 and Q4 contains primary or secondary amino groups or hydroxyl groups, it 
may be necessary to protect these groups prior to the reaction with ethyl 

25 bromoacetate. In those cases^ in intermediates 5 where Ar contains primary or 
secondary amino groups or hydroxyl groups, it may be necessary to protect 
these groups prior to the reaction with the 4-chloro[l]benzofuro[3,2- 



WO 01/47892 



117 



PCT/CS00/35616 



b]pyridine-3-carbonitriles. The same' amine or alcohol protecting groups 
hereinabove described can be used and they can be removed from the products" 
54 as previously described. ; ' 

The 2-nitrophendls of Formula 48 are either commercially available, bl- 
are already known to the art or can be prepared by procedures known in the 
art. ..; • . '"' • - .- ■•■ ' -- ■ ' 



COO Et ; DMA-DMF 




50 M 4 NMe 



51 Q 4 



1, POGI 3 



Q 2 . 



2.HX-(GH2>-Ar Q 3 



Q1 






r"°\ 


V 




Q 4 


N 




52 



^(CH^-Ar 



10 



Converting the Qi, Q2, Q3 and Q4 groups to R h R 2 , R3 and R4 

groups can be accomplished through any conventionally known techniques, 
for example: 
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Where one or more of Ql, Q2, Q3 or Q4; of Formula 52 is a nitro 
group, it can be converted to the corresponding amino group by reduction 
using a reducing agent such as iron in acetic acid; 

where one or more of Qli Q2, Q3 or Q4 of Formula 52 is an amino 
5 group, it can be converted to the corresponding dialkylamirio group of 2 to 12 
carbon atoms by alkylation with at least two equivalents of an alky 1 halide* of 1 
to 6 carbon atoms by heating in an inert solvent; ^ - 

where one„or more of Ql, Q2, Q3 or Q4 of Formula 52 is a methoxy 
group, it can be converted to the corresponding hydroxy: group by reaction 
10 with a demethylating agent such as boron tribromide in an inert solvent or by 
heating with pyridinium chloride with orfwitHbut solvent; - 

where one or more of Ql, Q2, Q3 pr Q4 of Formula 52. is an amino 
group, it can be converted to the corresponding alkylsulfonamido, 
alkenylsulfonamido, or alkynylsulfonamido group of 2 to ^ carbon atoms by 
15 the reaction, with an alkylsulfonyl chloride, alkenylsulfonyl chloride, or > 
alkynylsulfonyl chloride, respectively, in an inert solyent using a base such as 
triethylamine or pyridine; 

where two of Ql, Q2, Q3 or Q4 of Formula 52 are contiguous methoxy 
groups, the corresponding ^ compound with contiguous hydroxy groups can be 
20 prepared by using a demethylating agent such as boron tribromide in an inert 
solvent or by heating with pyridinium chloride with or without solvent; 

* where one or more df Ql, Q2> Q3 or Q4 of Formula 52 is an amino 
group, it can be converted to the corresponding alkylamino group of 1 to 6 
carbon atoms by alkylation with one equivalent of an alky! hialide of 1 to 6 
25 carbon atoms by heating in an inert solvent or by reductive'alkylation using an 
aldehyde of 1 to 6 carbon atoms and a reducing agent such as sodium 
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cyanoborohydride in a protic solvent such as water or alcohol, or mixtures 
thereof; . - \; ; £ -\-c-j\ : % \ 

where one or more of Qi, Q2, Q3 or Q4 of Formula 52 is hydroxy, it 
can be converted to the corresponding alkaribyloxy, group of 1-6 carbon atoms 
5 by reaction with an appropriate- carbbxylic acid chloride, anhydride, or mix:ed 
anhydride in a inert solvent using pyridine or a trialkylamine &s a base; : 

where one or more of Ql,.Q2, Q3 or Q4 of Formula 52 is hydroxy, it 
can be converted fo the corresponding alkenoyloxy group of 1-6 carbon' atoms 
by reaction with an appropriate carboxylic acid chloride, anhydride, or mixed - 
10 anhydride in an inert solvent using pyridine or a trialkylamine as a base; r - 

where one or more of Qi, Q2, Q3 or Q4 of Formula 52 is hydroxy, it 
can bis converted to the corresponding groups: ' r : e % 

- - (C(R6) 2 )p -r-w.'« 

/ . \ 

R7-(C(R6) 2 )p— n-(C(R G ) 2 ) k -V- RsRg^H-M^CCRe^k-V- 

' (G(R6) 2 )p •• ■ - ■ : '-- f -: ' 

15 . :,. 

R7-(C(R6)2) g -V- ... ... . : R 7 -(C(R 6 )2)p:M-(C(R 6 ) 2 ) k -y- . ; ,.. 

Het-(C(F^) 2 ) q -W-(C(R 6 )2) k -V- >? . Ph-(C(F^) 2 ) q -Vyr(C(F^)2) k ,y v . 
wherein V is oxygen, Rg, R7, Rg, R9, M, W, Het, Ph, p and q are as 
hereinabove .defined, and g - 2-6 and k> = 2-4, by, reacting, with the 
20 appropriately substituted, alcohol using triphenyl phosphine and. diethyl 
azodicarboxylate in an inert solvent; . 
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where one or more of Qi, Q2, Q3 or Q4 of Formula 52 is a HO- 
(CH2)q- group; it can be converted to the corresponding g^ups: 

RsHN (R 5 ) 2 N 
>5 , >^0(CH2)q- ^-0(CH 2 ) q - 

b o 

5 

wherein q and R5 are ais hereinabove defined, by the reaction in' an inert 
solvent with ari al%l or phenyl substituted isocyanate, Rs-N^^, or using a 
basesuch^p)^ 

where one or more of Qi, Q2, Q3 or Q4 of Formula 52 is carboxy or a 

10 alkoxycarbonyl group of 2-7 carbon atoms, it can be converted to the 
corresponding ^ liy^ox^etfiyl group by reduction with an appropriate 
reducing agent such as lithium borohydride, or lithium aluminum hydride in 
an inert solvent; t&e' hy<ffbxymethyl group, in turn; can He converted to the 
corresponding h^omethyl group by reaction b an inert solvent with a 

15 halogenating reagent such as phosphorus tribromide to give a bromomethyl 
group, or phosphorus pentachloride to give a chloromethyl group. The 
hydroxymethyl group can be acylated with ah appropriate acid chloride, 
anhydride, or mixed anhydride in an inert solvent using pyridine or a 
trialkylamine as a base to give the compounds of this invention with the 

20 corresponding - alkanoylbxymethyl group- of 2-7 carbon atoms, 
alkenoyloxymethyl group of 2-7 carbon atoms, or alkynoyloxymethyl group 
of 2-7 carbon atoms; 

where one or more of Qi, Q2, Q3 or Q4 of Formula 52 is a halomethyl 
group, it can be converted to the corresponding groups: 
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(C(Re)2) P 

R 7 -(C(R 6 )2)p— N^,; - N-GH 2 - c, ReRg-GH-M-CH^--, 
(C(R 6 ) 2 ) P 



Het-(C(R 6 j2)^W-CH 2 - R7-(C(R^) 2 )p-M-CH 2 - 

5 wherein Rg, R7, R 8 , R9, M, W, Het, p and, q are as hereinabove defined; by i- 
reacting with the appropriately substituted ^cohol, ainine or mercaptan in an \ r - 
inert solvent such as dioxane or acetonitrile and a base such as triethvlamine. 
or potassium carbonate; 

where one or more of Qi, Q2, Q3 or Q4 of Formula 52 is a 
1 0 H2N (CH2)q- group, it can be converted to the corresponding groups: 

R 5-pONH(CH 2 ) s - , R 5 > — u CONH(QH 2 ) q - . ,.. ; .,. ,, 
R5 ^ONH(CH 2 J q ^ R 5 _ -edNH(CH 2 ) q - 



jr / — v ~ ,,2,q 5 >=/ 

O R 5 . K 5 . K 5 



R5 ,-;-Rs : r 



wherein R5 and q are as > hereinabove defined by reacting with the " 
1 5 appropriately substituted acid chloride 7 or mixed anhydride (which is prepared 

from the corresponding carboxylic acid) in an inert solvent such as " 
tetrahydrofuran (THF) in the presence of an organic base "sucfi f as pyridine, 
triethylamine or N-methyhnorpholine; , - : \ : - * 
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where one or more of Qi, Q2, Q3 or Q4 of Formula 52 is a 
H2*N(CH2)q- group, it can be converted to the corresponding groups: 



J i ? R 5 O x - 
; ■ >-NH(CH 2 ) q 



wherein R5 and q are as hereinabove defined, by reacting with phosgene in an 
inert solvent such as toluene in the presence of a base such as pyridine to give 
an isocyanate which, in turn, is treated with an excess of the alcohol R5-OH; 

where one or more of Qi, Q2, Q3 or Q4 of Formula 52 is a 
1 0 H2N(CH2)q- group, it can be converted to the corresponding groups: 



R 5 HN v 1, , ... (R 5 )2N , r ^ — 
>-NH(CH 2 ) q - V-NH(QH 2 ) q « 



wherein R5 and q are as hereinabove defined, by tlie reaction in an inert 
15 solvent with ah alkyl or phenyl substituted isocyanate, R5-N=C=0, or by 
reacting with phosgene in an inert solvent such as toluene in the presence of a 
base such as pyridine to give an isocyanate which, in turn, is treated with an 
excess of amine (R5)2NH; 

where one or more of Qi, Q2, Q3 or Q4 of Formula 52 is a. 
20 H2N(CH2)q- group, it can be converted to the corresponding groups: 



R5HN . ; (R 5 )2N, 

...... )r-NH(CH 2 ) q - ^-NH(CH 2 ) C 

S S 



* r /0 
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wherein R5 and q ar^ as hereinabove defined, by the reaction in an inert 
solvent with an alkyl or phenyl substituted isothiocyanate, R5-NKHS, or by 
reacting with l,l f -thiocarbonyldiimidazole in an inert solvent such as toluene 
5 in the presence of a base such as pyridinb tor give an isothiocyanate which, in 
turn, is treated with an excess of amine (Rs)2NH. 

The preparation of the compounds and intermediates of this invention 
encompassed ' by Formula 59ls described below and in Flowsheet 14 where 
10 Ar, X, Qi, Q2, Q3 and Q4 and n are as hereinabove defined. 

Reaction of substituted behzalddbydes (Formula 53) with a nitrating 
agent such as- biit not^ -iiim 

nitrobenzaldehyde intermediates of Formula 54. The condensation reaction of 
the substituted nitrobenzaldehyde intermediates 54 with methyl cyanoacetate 

15 and a base such as pipbridihe in an alcoholic solvent such as methanol, with or 
without heating, provides the corresponding substituted 2-cyano-3-(2- 
nitrophenyl)acryli9 ^ckl methyl esters 55. Reduction of the substituted; 2- 
cyano-3-(2-nitrophenyI)acrylic acid methyl esters 55 a reducing agent such as - 
but not limited to, iron (0) in an alcoholic solvent provides the substituted 2- 

20 aminoqxunoline-3-carSdxylic acid methyl ester intermediates of Formula 56. 
Heating the substituted 2-aminoquinoline-3-carboxylic acid methyl ester 
intermediates of Formula 56 with dimethy tformamide dimethyl acetal with or 
without a solvent gives intermediates of Formula 57. The reaction of 57 with 
from one to ten equivalents of acetonitrile using a base such as n-bulyllithiiiin, 

25 sodium methoxide or the like in an inert solvent gives the 4-oxo-l,4- 
dihydrobenzo|>][l,8]naphthyridine-3.-carbonitriles 58, or the 4-hydroxy- 
benz»|>][l,8]naphthyridine-3-carbonitrile tautome^s thereof. Heating 58 with 
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or without solvent with a chlorinating agent such as phosphorus oxychloride 
or oxalyl chloride ^ provides the corresponding 4- 
cUorobenzo|>][l,8]naphthyridine-3«carbonitriles. Condensation of 4- 
cUorobenzo|b][l 5 8]mphthyridine-3-carboiiitriles with a nucleophilic amine, 
5 aniline, mercaptan, thiophenol, phenol, or alcohol reagent of Formula 5 gives 
the benzo[b][l,8]naphtbyridine-3-carbonitriles of Formula 59; this 
condensation can be accelerated by heating the reaction mixture together with 
one equivalent of pyridine hydrochloride or by using bases such as 
trialkylamines, sodium hydride in an inert solvent, sodium or potassium 

10 alkoxides in alcohol solvents, and the like. In those cases where the Ar and/or 
QL Q2> Q3 and Q4 substituents may contain an asymmetric carbon atom, the 
intermediates can be used as the racemate or as the individual R or S 
enantiomers in which case the compounds of this invention will be in the 
racemic or R and S optically active forms, respectively. In cases where the Ar 

15 and/or Qi, Q2, Q3 and Q4 substituents may contain more than one 
asymmetric carbon atoms, diastereomers may be present; these can be 
separated by methods well known in the art including, but not limited to, 
fractional crystallization and chromatographic methods. In those cases, in 
intermediates 54 where Qi, Q2, Q3 and Q4 contains primary or secondary 

20 amino groups or hydroxyl groups, it may be necessary to protect these groups 
prior to the reaction with methyl cyanoacetate. In those cases, in intermediates 
5 where Ar contains primary or secondary amino groups or hydroxyl groups, it 
may be necessary to protect these groups prior to the reaction with the 4- 
cUorobeiizoIh][l,8]naphthyridine-3-carbonitriles. The same amine or alcohol 

25 protecting groups hereinabove described can be used and they can be removed 
from the products 59 as previously described. 
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The benzaldehydes of Formula 53 are either commeircially available, or are 
already known to the art or can be prepared by procedures known in the art 
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Flowsheet 14 




59 
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Converting the Qi, Q2, Q3 and Q4 groups to Rj, R2, R3 and R4 
groups can be accomplished through any conventionally known techniques, 
for example: 

5 where one or more of Qfi, Q2, Q3 or Q4 of Formula 59 is a nitro 

group, it can be converted to the corresponding amino group by reduction 
using a reducing agent such as iron in acetic acid; 

where one or more of Qi, Q2, Q3 or Q4 of Formula 59 is an amino 
group, it can be converted to the corresponding dialkylamino group of 2 to 12 
10 carbon atoms by alkylation with at least two equivalents of an alkyl halide of 1 
to 6 carbon atoms by heating in an inert solvent;, : 

where one or more of Qi, Q2, Q3 or Q4 of Formula 59 is a methoxy -J 
group, it can be converted to the corresponding hydroxy group by reaction 
with a demethylating agent such as boron tribromide in an inert solvent or by 
1 5 heating with pyridinium chloride with or without solvent; 

where one or more of Qi, Q2, Q3 or Q4 of Formula 59 is an amino 
group, it can be converted to the corresponding alkylsulfonamido, 
alkenylsulfonamido, or alkynylsulfonamido group of 2 to 6 carbon atoms by 
the reaction with an alkylsulfonyl chloride* alkenylsulfonyl chloride, or 
20 alkynylsulfonyl chloride, respectively, in an inert solvent using a base such as 
triethylamine or pyridine; 

where two of Ql, Q2, Q3 or Q4 of Formula 59 are contiguous methoxy 
groups, the corresponding compound with contiguous hydroxy groups can be 
prepared by using a demethylating agent such as boron tribromide in an inert 
25 solvent or by heating with pyridinium chloride with or without solvent; 

where one or more of Qi, Q2, Q3 or Q4 of Formula 59 is an amino 
group, it can be converted to the corresponding alkylamino group of 1 to 6 
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carbon atomsr by: alkylation with one equivalent of an alkyl halide of 1 to 6 
carbon atoms by heating in an inert solvent or by reductive alkylation using an 
aldehyde of '1 to 6 carbon atoms s and a reducing agent; such as: sodium 
cyanoborohydride in a prptic solyent such as water or alcohol, oi^mixtures, *\ 
5 thereof; 

where one or more of Qi, Q2, Q3 or Q4 of Formula 59 is hydroxy, it 
can be converted to the: corresponding alkanpylbxy, group of 1-6 carbon atoms 
by reaction with an appropriate carboxylic acid chloride, anhydride, or mixed 
anhydride in a inert solvent using pyridine or a trialkylamine as a base; 

10 where one or more of Ql, Q2» Q3 or Q4 of Formula 59 is hydroxy, it 

can be converted to the" corresponding alkenoyloxy group of 1-6 carbon atoms 
by reaction with an appropriate ^ i^boxylic aicid cUbride, anhy&d^, or mixed 
anhydride in ah inert solvent usihg'pyridine or a trialkylamine as a base; * 

where one or more of Ql» Q2i Q3 f of Q4 of Formula 59 is Hydroxy, it 

15 can be converted to * v "** 

R7-(C(R 6 ) 2 jp : N " N-(C(R 6 ) 2 ) k -V- v RaRg-CH-M-CCCRe^k-V- 



(C(R 6 ) 2 ), 



p 



R7-(C(R6)2)g-V- - ^ ' R7-(C(R6)2)p-M-(C(R 6 ) 2 ) k -V- 



>9 



2Q HeHeCRe^-W-CCCRe^k-NA . Ph-CCCR^-W-CeCRe^-V- . 

wherein V is 1 oxygen; Rg, R7, Rg, R9, M, W, Het, Ph, p and q are as 
hereinabove defined and g = 2-6 and k = 2-4, by reacting with the 
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appropriately : substituted alcohol using triphenyl phosphine and diethyl 
azodicarboxylate in an inert solvent; ^ 

where one or more of QlVQ2> Q3 or Q4 of Formula 59 is a HO- 
(CH2)q- group, it can be converted to the corresponding groujps: 



R5HN (R 6 ) 2 N 

>-0(CH2) q . >"0(CH 2 ) r . -v. 

0,0 

wherein q and R5 are as hereinabove defined, by the reaction in an inert 
solvent with an alkyl or phenyl substituted isocyanate, R5-N=C=0, or using a 
10 base such as pyridine, with a reagent (R^NCQCl; ........ 

where one or more of Ql» 02, Q3 or Q4 of Formula (5% is carboxy, or a , 
alkoxycarbonyl group of 2-7 carbon atoms, it can be converted, to the 
corresponding hydroxymethyl group, by ^reduction 

reducing agent such as lithium borohydride, or lithium aluminum hydride in 
15 an inert solvent; the hydroxymethyl group, in turn, can be : converted to the 
corresponding halomethyl group by reaction in an inert solvent with a 
halogenating reagent such as phosphorus tiribromide to give a bromomethyl 
group, or phosphorus pentachloride to give a chloromethyl group. The 
hydroxymethyl group can be acylated with an appropriate acid chloride, 
20 anhydride, or mixed anhydride in an inert solvent using pjaidine or a_, 
trialkylamine as a base to give the compounds of this invention with the 
corresponding alkanoyloxymethyl group of 2-7 L carbon atoms,; 
alkenoyloxymethyl group of 2-7 carbon atoms, or alkynoyloxymethyl group 
of 2-7 carbon atoms; 
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where one or more of Qi, Q2, Q3 or Q4 of Formula 59 is a halomethyl 
group, it can be converted to the corresponding groups: 



/ \ 

R 7 -(C(R6) 2 )— ^-CHz- ,R8R 9 -CH-M-CH 2 - , 
(C(R6) 2 ) P ; -, 



Het-(C(R6) 2 ) q -W-CH 2 - R7-(C(R6) 2 ) P -M-CH 2 - , 

wherein R5, Rj 9: R$, R9, M, W, Het, p and q are as hereinabove defined by 

reacting with the appropriately substituted alcohol, amine or mercaptan in an 
10 inert solvent such as dioxane or acetonitrile and a base such as triethylamine 
or potassium carbonate; 

where one or more of Qi, Q2, Q3 or Q4 of Formula 59 is a 
H2N(CH2)q- group, it can be converted to the corresponding groups: 



R 6 -CONH(CH 2 ) q - b R 5 — CONH(CH 2 ) q - f 
R f CONH(CH 2 )q- R^___ CONH(CH 2 ) q - 

• O R 5 V R 5 R s 

R^_ y SQ 2 NH(CH 2 ) q - 

15 R 5 R 5 



wherein R5 'and q are as hereinabove defined by reacting with the 

appropriately substituted acid chloride or mixed anhydride (which is prepared 
from the corresponding carboxylic acid) in an inert solvent such as 
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tetrahydrofuran (THF) iriHie presence of an organic base such as pyridine, 
triethylamine or N-methylmorpholine; . ^ t - - 

where one or more of Qi, Q2, Q3 or Q4 of Formula 59 is a 
H2N(CH2)q- group, it can be converted to the corresponding groups: 



RsQ 

^ — NH(CH 2 ) < 
O 



wherein R5 and q are as hereinabove defined, by reacting with phosgene in an 
inert solvent such as toluene in the presence of a base such as pyridine to give 
10 an isocyanate which, in turnj is treated* with an excess of the alcohol K5-OH; : 
where ' one ^r more 1 of Qj, Q2, Q3 or Q4 of Formula 59 is a~ 
H2N(CH2)q- group, it can be converted to the corresponding groups: 

■ f^hist ^ A ^^r^ ' ' ^" M '--" h:;V '" ;:: 

^NH(CH 2 ) q - ^NH(CH 2 ) q - 
O O 



wherein R5 and q: are as hereinabove defined, by the reaction in an inert 
solvent with an alkyl or phenyl substituted isocyanate, R5 r N=G=0, or by 
reacting with phosgene in an inert solvent such.as toluene in the presence of a 
base such as pyridine to give an isocyanate which, in turn, is treated with an 
20 excess of amine (R^NH; 

where one or more of . Qi, Q2, Q3 or Q4, of Formula 59 is a 
H2N(CH2)q- group, it can be converted to the corresponding groups: 
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R 5 HN (Rs)2N, 

}—NH(CH 2 ) q - . ^-NH(CH 2 ) q - 

s " ' s 



wherein R5 arid q are as hereinabove defined, hy the reaction in an inert 
solvent with an alkyl or phenyl substituted isothiocyanate, R5-N=C=S, or by 
5 reacting with l^-thioc^bonyldiimidazole in an inert solvent such as toluene 
in the presence of a base such as pyridine to give! an isothiocyanate, winch, in . 
turn, is treated with an excess of amme (R5)2NH. , . , . , v ^ ,, 4 

10 Compounds s of this invention, are evaluated in several standard 

pharmacological test procedures that showed, that the, compounds of this 
invention possess significant activity as inhibitors of protein kina^es^ and are < 
antiproliferative agents. Among the disease states which can be treated or 
inhibited by protein kinase inhibitors include those in which the etiology is at 

1 5 least in part caused by a defect upstream in a signaling pathway from a protein 
kinase (e.g., colon cancer); those in which the etiology is at least hi part 
caused by an overexpressed protein kinase (e.g., lung cancer and colonic, 
polyps); and those in which the etiology is at least in part caused by a 
dysregulated protein kinase (gene turned on at all times; glioblastoma). . ,•: 

20 Based on the activity shown in the standard pharmacological test , 

procedures, the compounds of this invention are therefore useful as 
antineoplastic agents. In particular, these compounds are useful in treating^ 
inhibiting the growth of, or eradicating neoplasms such as those of the breast, 
kidney, bladder, mouth, larynx, esophagus, stomach, colon, ovary, lung, 

25 pancreas, liver, prostate and skin. 
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In addition to having antineoplastic properties, the compounds of the 
present invention are usefiil in treating or inhibiting a\ variety of protein 
tyrosine kinase-associated disorders including: polycystic kidney disease, 
colonic polyps, restenosis; atherosclerosis; angiofibromas: hemangiomas: 

5 diabetes; acute and chronic nephropathies; Kaposi's sarcoma; 

~'.r : \J~ >V- P ." ; * ^ Jic^: . . •'•"v3 : r: ■ * * .v ; '• 

neovascularization associated with macular degeneration; rheumatoid arthritis; 

osteoarthritis; transplant rejection; psoriasis; lupus; graft versus host disease; 

glomerulonephritis; respiratory and skin allergies; autoimmune alopecia; 

Autoimmune Hyperthyroidism; ^ and 

10 systemic sclerosis; and are useful as antibacterial and antiviral agents. 

As used in accordance with this invention, the term providing an 

effective" amount of a compbiuid means either directly ' administering such 

compound, or administering a pro^ derivative^ or analog whibh will forth 

an effective amount of t^ o ^ 

The test procedures used and residfe obtained ^e shown below. 

Inhibition of Enidisrinal Grb-sVth Factor Receptor Kinase HSGF-R Vusirig" 
recombinant erizvihe - *' - ^ ; v - i:>? < ^ ; 3 v ^ r 

20 Representative test s compounds aire" evaluated in a standard 

pharmacological- test- ^ procedure c to measure thek ability fo ihhibit the 
phosphorylation of the tyrosine residue of a peptide substrate catalyzed tiy the 
enzyme epidermal / gro\vth factor receptor kinase. The peptide substrate (RR- 
SRC) has the sequence arg-arg4eu-Ue-glu-asp^ala-gl^^^ The 

25 enzyme used in this assay is the His-tagged cytoplasmic domain of EGFR1 A 
recombinant baculoViriis (vH6EGFR52) is constructed containing th6 EGFR 
cDNA encoding amino acids 645 - 1186 preceded by Met-Ala-(His) 6 . Sf9 
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cells in 100 mm plates are infected at a multiplicity of infection of 10 pfu/cell 
and cells are harvested 48 h post infection. A cytoplasmic extract is prepared 
using 1% Triton X-100 and applied to Ni-NTA wlumn. After washing the 
column with 20 mM imidazole, HcEGFR is eluted with 250 mM imidazole (in 
5 50 mM Na^HPO^ pft 8.0," 300 mM NaCI). Fractions collected are dialyzed 
against 10 mM HEPES, pH ZO, 50 in^ NaCI, 10% glyc^lf lugAnL antipain 
and lei^eptiii and 0.1 mM Pefablbc SC. The protein is frozen in dry 
ice/methanol and stored -70°C. ' 

Test compounds are' made into 1 0 mjg/mL stock solutions in 1 00% 
10 dimethylsulfoxide pMSO); Prior to e^eriment; stock ^iutidns are diluted to 
500 uM with i00% DMSO and then serially diluted to the desired 
concentration with HEPES buffer (30 mM HEPES pH 7k). " 

For the enzyme reaction, 1 0 uL of ' each inhibitor (at various 
concentrations) are added to each well of a 96-well plate. To this added 3 uL 
15 of enzyme (1:10 dilution in lOmM HEPES, pH 7.4 for final cone, of 1:120). 
This is allowed to sit for 10 min on ice and is followed by the addition of 5 ul 
peptide (80 uM final cone), lOul of 4X Buffer containing 50 mM HEPES 
(pH 7.4), 200 mM Na 3 V0 4 , 40mM MnCl 2 , 80 uM ATP, 0.25 uL 33 P-ATP 
(>2500 Ci/mmol; Amersham) and 12 uL H 2 0. The reaction is allowed to run 
20 for 90 min at room temperature and is followed by spotting the entire volume 
onto precut P81 filter papers. The filter discs are washed 2X with 0.5% 
phosphoric acid and radioactivity is measured using a liquid scintillation 
counter. 

The inhibition data for representative compounds of the invention are 
25 shown below in TABLE 1. The IC50 is the concentration of test compound 
needed to reduce the total amount of phosphorylated substrate by 50%. The % 
inhibition of the test compound is determined for at least three different 
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concentrations and the IC50 value is evaluated from the dose response curve. 
The % inhibition is evaluated with the following formula: 

% inhibition^ 100 - [CPM(drug)/CPM(control)] x 100 
where CPM(drug) is in units of counts per minute and is a number expressing 
5 the amount of radiolabled ATP (y-^P) incorporated onto the RR-SRC peptide 
substrate by the enzyme after 90 minutes at room temperature in the presence 
of test compound as measured by liquid scintillation counting. CPM(control) 
is in units of counts per minute and is a number expressing the amount of 
radiolabled ATP (y-? 3 P) incorporated into the RR-SRC peptide substrate by 
10 the enzyme after 90 minutes- at room temperature in the absence of test 
compound as measured by liquid scintillation counting. The CPM values are 
corrected for the background counts produced by ATP in the absence of the 
enrymatic reaction.. 
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TABLE 1: Inhibition of EGF-R Kinase (recombinant enzyme) 

Example IC50 (uMi 

5 37 . . 0.0015(a) 

4 0.005' 

- •■• ■ : 85 r, >_ ; 1 - 

65 .1(a), 

91 10 

10 92 10 • ' ■ 

93 , t f 10 , 

94 6:i 

; : ■■ ■ - 124^ 3.0 

129 1.5 

15 205 6.25 

, - • - 212: - ^.89 

,216, ,0.29 

218 0.0053 

. -vj - •••• -v ' ■ .i;:?: 1 '^ ■ > " r ; - ' 

20 (a) Average of two teste. .. : ;> . 



Inhibition of Kinase insert Domain containing Receptor (KDR: the catalytic 
domain of the VEGF receptor) > . 

25 KDR protein is mixed, ^ in the presence or absence of a inhibitor 

compound^ with a substrate peptide to be pKosphorylated (a copolymer of 
glutamic acid and tyrosine, E:Y :: .4:1) and other cofactors such as Mg** and 
sodium vanadate (a protein tyrosine phosphatase inhibitor) in, an appropriate 
buffer to maintain pH (7.2). ATP and a radioactive tracer (either P- 2 - or P 33 - 

30 labeled ATP) is then added to initiate phosphorylation. After incubation, the 
radioactive phosphate associated with the acid-insoluble fraction of the test 
procedure mixture is then quantified as reflection of substrate phosphorylation. 
This radioactive format is used to identify inhibitors of KDR tyrosine kinase 
activity where the IC 50 is the concentration of drug that inhibits substrate 
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phosphorylation by 50%. The results obtained for representative compounds 
of this invention are listed in Table 2. 

Mitogen Activated Protein Kinase (MAPK) Test Procedure 
5 To evaluate inhibitors of the MAP (mitogen activated protein) kinase a 

two component coupled standard pharmacological test procedure, which 
measures phosphorylation of a serine/threonine residue in an appropriate 
sequence in the substrate in the presence and absence of a putative inhibitor, is 
used. Recombinant human MEK 1 (MAPKK) is first used to activate 

10 recombinant human ERK2 (MAPK) and t£e activated MAPK (ERK) is 
incubated with substrate (myelin basic protein peptide (MBPP) or Myc peptide) 
in the presence of ATP, Mg +2 and radiolabeled 33 P ATP. The phosphorylated 
peptide is captured on a P 81 phosphocellulose filter (paper filter or embedded 
in microtiter plate) washed and counted by scintillation methods. 

15 The peptide substrates used in the assay are MBPP, peptide substrate 

(APRTPGGRR), or synthetic Myc substrate, (KKFELLP 5 TF A) . 

The recombinant enzymes used are prepared as GST fusioh proteins of human 
ERK 2 and human MEK 1. Inhibitor samples are prepared as i0X stocks in 
10% DMSO and an appropriate aliquot is used to deliver either 10 ug/rid^for a 

20 single point screening dose or 100 to 0.0001 uM final concentration for a dose 
response curve. Final DMSO concentrations are less than or equal to \%] 

The reaction is fun as follows in 50 mM Tris kinase buffer, pH 7.4 in a 
reaction volume of 50 ul. The appropriate volume of kinase bttfFer and 
inhibitor sample is added to the tube. Appropriate dilution of enzyme is 

25 delivered to give 2-5 ug recombinant MAPK (Erk ) per tube. The inhibitor is 
incubated with MAPK (Erk) for 30 min at 0 deg. C. Recombinant Mek 
(MAPKK) ( 0.5-2.5 ug) or fully activated Mek (0.05-0.1 units) is added to 
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activate the Erk and incubated for 30 min at 30° C. Then substrate and y 33 P 
AT? are added to give a final concentration of 0.5^ 1 mM MBPP or 250-500 
uM Myc; 0.2-0.5 uCi gamma P 33 ATP/tube; 50 \±M ATP final concentration- 
Samples are incubated at 30°C for 30 minutes and the reaction is stopped by 
5 adding 25 of ice cold 10 % trichloroacetic acid (TCA). After samples are 
chilled onf.ice, for v30 mm, 20 pi of sample is transferred onto P 81 
phosphocellulose filter, Filter papers are washed 2 times with a large volume^ 
of l%>acetic acid; -then 2 .times with water. The filters are: briefly air dried 
before addition of scintillant and samples are ^counted in the' appropriate 
10 scintillation counter set up for reading ? 3 P isotope; Samples include a positive 
control (activated enzyme plus substrate); a no enzyme control; a ho substrate 
control;^ samples -with different ^concentrations of pxitative inhibitor 
samples with reference/ inhibitors (other actives compounds or non-specific 
inhibitors such as slaurpsporine or K252 B). : - • 

15 > o The raw data is captured as cpin. Sample replicates are averaged and 

corrected for background count. : Mean cpm data is tabulated by group and % 
inhibition by a test .compound' is;, calculated as (corrected cpm control- 1 
corrected. , cpm , sample/control) v X i 100 = • % inhibition). If several 
concentrations of inhibitor are tested, IC 50 values (the concentration which 
20 gives 50% inhibition): are; determined graphically. The results obtained for 
representative compounds of this invention are listed in Table 2. 

Src kinase Test Procedrue 

Inhibitors of ^60^ (partially purified .preparation purchased from 
25 Upstate Biotechnologies) tyrosine kinase activity are analyzed hi an Elisa 
format. The Boehringer Mannheim Tyrosine Kinase Assay Kit (Catalog 
number 1-534505) with a cdc2 substrate peptide containing TyrlS is used for 
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the assay. HRP-conjugated abti-phosphotyrosine is used to detect 
phosphorylated peptide via a color reaction. Coriditiohs recommended by the 
manufacturer are employed. ~ 7 ^ ; < r n - 1 r . 

" Reaction conditions: Five microliter r aliqu6ts ; of- each: compound- 
5 prepared fresh at the time of the assay are added as a solution in ldmM 
HEPES pH 7.5, 10% DMSO to the reaction well. TWrty-five^mictoUters of 
reaction mix containing Src, buffer and peptide/bdvine serum Sbuij^ mix are 
added to the compound wells and incubated at 30°C for 10 mihiites (reaction 
buffer: -50mM TrisHCl pH 7.5^ lOmM MgCy O.linM EGTA V 0.5mM < 

10 NaaVOJ. ^ The reaction is started by addition of ^'1Q microlitCTS of ATP, 
incubated at 30°C for 1 hour, and stopped by addition of 20 micfdliters of 
0.5M EDTAJ The reaction Ttnixture with the phospHbfylated ? peptide is then ^ 
transferred to a streptavidin-coated microliter plate (provided m- the kit) and 
allowed to bind for 20 minutes. Unbound peptide and reaction mixture is 

15 decanted and the plate is washed with PBS six times? Horseradish peroxidase- 
conjugated phosphotyrosirie antibody supplied in the kit is incubated with the : 
plate for one hour, then decanted. The plate is again washed with PBS'six 
times. Substrate (provided in the kit) is added and absbrbaiice at{ 405nm is 
measured. • . •-- * 'ior>j<- \ *o w r ■• -v ■ • 

20 Activity is determined as % inhibition as calculated by the formula: 

(1 - Abs/Abs(max)) x 100 = % inhibition. Where multiple concentrations of 
the test agent are used, an IC 50 (concentration which gives 50% inhibition) 
could be determined. ? . ; : 

The results obtained for representative compounds of this inVentioh are 

25 listed in Table 2. . , r 

TABLE 2 
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Inhibition of Kinase insert Domain containing Receptor (KDR), Mitogen 
Activated Protein Kinase (Mek-Erk) and p60 Mre (Src) 



5 Example 



KDR 
%lnh (10 viMi 



Mek-Erk 
IC50 (uNft 



Src 

IC50 (uM) %Inh 



dose fpMV 



38 

39 

40 

57 

58 

3 

5 

12 
14 
15 
85 

86 

87 
88 



32 



1.3 
1.3 
0.5 

10 

0.2 



100 



0.075 (a) 
0.016 (a) 
6.03 (a) 
0.028 (a) 



0.012 
0.0015 (b) 
0.018 (a) 



10 


0.01 


53 


10 


44 


10 


54 


10 


46 


10 


0 


10 
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Example 


KDR „ 
%Inti flO uMr> 


Mek-Erk 

icso raivn 


Src , 
IC50 f ulVH %Inh 






dosefuMY ' 








69 




3 


- - ■ 




70 


■ 22, 








42 






0.012^' ' - - ? 




44 




0.03 






61 






0.281 


* 


65 




f « 


7 


.:io 


67 






0 


;io 




■ * , . -v. 




! 7 


10 


68 






4.2 




75 




<» * - 


0 


10 


90 






0 


i 
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0.074 




177 






30 


5 


178 






2.78 




179 






0.0029 




190 






0.0025 
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192 

193 
194 
195 
196 
197 
198 
199 

200 ' 

201. 

202 

203 " 

204, . .- 

205 

206 

207 .-. 

208' 

209 : 

210; 

211 

212 

215 

216 



• • ■ r. 
• r. 



0.0062 ; 

0.0029 

6.0017 

0.0018 

0.052 
* 6.0027 

0.00057 

0.00022 
' 0.0005f 

0.00077 

0.00043 

6.0042 
.0.0034 

0.29 

0.0027 

0.002 r 

0.00039. 

0.0049 

0.00083 

0.0011 . 

b:is s 

.0.0029, 
0.001(e). 



90 



0.0015 



100 



0.15 



i>tf.U? 



(a) Average of two runs 

(b) Average of four runs 

5 (c) Average of six runs . . 

(d) Average of three runs , i 

(e) Average of five runs 



Cell Proliferation Test Procedure 
10 HT-29 cells- Compound effectiveness at inhibiting cell proliferation on 

plastic is performed in a 96-well format by plating 5000 cells^per well in 
appropriate medium on day one, followed by compound addition on day 2 in 
serial two-fold dilutions. On day five, compound is washed away and medium 
containing MTS reagent (Promega) is added. Relative cell number is 
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determined by reading the absorbance at 490nm of a dye produced by an 
NAD-dependent cellular enzymatic reaction. These data are shown below in 
Table 3. ^Cv) j 

Anchorage Independent Src-transformed Fibroblast Proliferation Test 
5 Procedure: Rat2 fibroblasts stably transformed with a plasmid containing a 
CMV promoter cohto>Ued v-Src/Hu c-Src fusion gene in which the catalytic 
domain of human c-Src is inserted in place of the v-Src catalytic domain in the 
v-Src gene are used for the measurement of src dependent suspension growth. 
Ultra-low cluster plates (Costar # 3474) are seeded with 10,000 cells per well 

10 on Day 1. Compound is added in serial two-fold dilutions from 10 - 
micromolar to 0.009 micromolar on Day 2 and MTS reagent (Promega) is : 
added on Day 5 (10Q) microliters of MTS/medium mix + 100 microliters of 
medium already on the cells and the absorbance is measured at 490nm. The 
results are analyzed as follows to^yield an IC 50 for proliferation (micromolar 

15 units) as follows: %ihbibition = (Abs490 nm sample - blank)/(Abs490 nm no 
cmpd control - blank) X 100%. These data are shown below in Table 3. 



TABLE 3 




Inhibition of Cancer Cell Growth *" . ; . : 
20 HT-29 prolif SrcTFprolif ' 
Example %Inh (a), dose ( uM) IC^ (uM\ %Inh (a), dose (uM\ 
ICggfMM) 

40 10 . 10 ...... 0 10 

25 39 "" : 35' : ' "lor 25 10 

38 . 25 10 v ,.. 0 10 

57 . 0 10 

42 ; ' 0 TO' • 50 0:22 

124 . • >10 
30 0.012(a) 
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128 

129 >10 

0.015(b) 



0.23 



5 130 
131 



0.26 
0.056(b) 



132 

10 0.30 

133 8.595 
0.047(b) 

157 . 0.0 

38( 

15 c) 

158 0.0 

67( 
c) 

159 0.0 

20 • 73( 

c) 

165 >10 
172 1.8 

75 

25 173 3.7 

4(d 

) 

190 0.1 
30 7 

191 >10 
0.022(b) 

194 >10 

195 0.2 
35 86 

196 

1.781 

197 • - ' ' 2.0 

71 
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198 0.3 

53 

199 0.0 

23( 

5 c) 

200 0.2 

4 

201 ' o.l 

75( 

10 b) 

202 : 0.0 

1 68 

203 0.0 

71( 

15 b) 

204 r 1.5 

98( 
b) 

206 ; 

20 0.307(b) 

207 '-; 

208 
25 209 



210 



0.929 
0.096 
0.309 
0.046 



211 

30 0.128 

212 >10 
215 

0.105 

216 9.95 

35 0.004 

(a) Average of five runs T 

(b) Average of two runs 

(c) Average of three runs 
40 (d) Average of four runs 
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Inhibition of Cancer Cell Growth as Measured by Cell Number 

Human tumor cell lines are plated in 96-well plates (250 jxl/well, 1-6 x 

10 4 cells/inl) in RPMI 1640 t medium, ^containing 5% FB^ (Fetal Bovine 
5 Serum). Twenty four hours after plating, test compounds are added at various 
concentrations. After 48 hours exposure to test compounds, cells are fixed 
with trichloroacetic acid, and stained with Sulforhodamine B.- After washing 
with trichloroacetic acid, bound dye is solubilized in 10 mM Tris base and ; 
optical density is determined using plate reader. Under conditions of the assay 

10 the optical density is proportional to the number of cells in the well. IC^s 
(concentrations causing 50% inhibition of cell growth) are determined from 
the growth inhibition plots. The test procedure is described in detail by Philip 
Skehan et ai J.Natl Cane. Inst, 82, 1 107-1 1 12 (1990). These data are shown 
below in Table 4. Information about some of the cell lines used in these test 

15 procedures is available from the American Type Tissue Collection: Cell Lines 
and Hybridpm^, 1994 Reference d , ; 

20 : TABLE 4 

Inhibition of Cancer Cell Grpwth as Measured by Cell Number (TC 50 

fig/mL) > -.i.r. 

Example MDA-MB-435 A431 SK-BR3 SW620 

25 4 1.65 0.332 1.01 ^ 1.08 

15 0.85 0.58 >5 0.38 

33 >5 4.88 >5 < : >5 
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0.67 
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■ >5 


>5 


■"■ >5 V * •• * 


-,-- 5 -: - 


93 


1.69 


0.838 


0.224 '"'*' 


• ; 1 


94 : -•• 


3.9 




1.09 ; 


■ • >5" : " ' 


129 


6.88 


0.62 


0.93' 


1.3 


212 




0.76 


; 6.04 ; - 


6.36 vr ' 


218 


33.5 ; 1 


4.7 


3.5 


11.6 ' 



(a) Average of three runs v ' * J? : 

Rafl Kinase Cascade Assay Procedure 

15 ' " ; - " - '■ • ^>-'-*--'' ^ ••■ * 

Raf-1 (c-Raf) is used to pfcbsphorylate and activate iha&tive GST- 
MEK1 which then can phosphorylate and activate inactive p42 GST-MAPK, 
which subsequently is measured for phosphorylation of the TEY sequence 
(aa's 202-204) by a phospho-specific antibody from Sigma (cat # 
20 77439219041) Reagents: Sf9 insect cell lysate containing full length 6his- 
tagged recombinant human c-Raf (Specific Activi^: ^200U/ml). Human 
Non-active Mek-l-GST and human GST-MAP kinase (recombinant proteins 
produced in E. coli ). 

25 Stock Solutions Raf Assay: 

1. Assay Dilution Buffer (ADB): 20mM MOPS, pH 7.2, 25mM fi-glycerol 
phosphate, 5mM EGTA, ImM sodium orthovanadate, ImM dithiothreitol. 
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2. Magnesium/ATP Cocktail: 500^iM cold ATP and 75 mM magnesium 
chloride in ADB. 

4* Active Kinase: Human Active c-Raf: Use at 0.4U per assay point 
5. Non-active GST-MEK1 : Use at O.ljig per assay point - 7 
5 6. Non-active GST-p42 MAP Kinase: Use at 1 .0 \xg per assay point ■ • 

Stock Solutions ELISA: ; f2 - : v r- r. : : . : 

1. TBST- Tris<50 mM, pH 7.5);NaCl (150 mM), Tween-20 (0.05 %) 

2. Superblock (Pierce)/* > I : : ; * r i : ^ : > 
10 3. Anti-GST Ab (Phaimacia) , , ■ 

4. Anti-PhospholV^K(Sigma> / - s — : 

5, Anti-Mouse Ab /Europium conjugate (Wallac) . 

Assay Procedure: ^ I u'.l"' k" ;7~ . : : ^ ^ 

1 5 First Stage: c-Raf Dependent Activation of GST-MEK and GST-MAPK 

1 . Add 20 ml of ADB per assay (i.e. per well of a 96 well plate) ■ - ? ■ 

2. Add 10 ml of 0.5 mM cold ATP and 75 mM magnesium chloride in ADB. 

3 . Add 2 ml of .c-Raf (0:4U/assay), in conjunction with 1 .6ml non-active ^ 
MEK1 (0.4 mg/assay).- : . : ,r 

20 4. Add 4 ml of non-active GST-p42 MAP Kinase (1.0 mg/assay). 

5. Incubate for 60 minutes at 30°C in a shaking incubator 

6. Transfer this mixture to an anti-GST Ab coated 96' well plate (Nunc 
Immunosorb plates coated o/n with a-GST, then blocked with Pierce 
Superblock). 

25 7. Incubate for 60 minutes at 30°C in a shaking incubator 

Wash 3X with TBST, add Anti-Phospho MAPK (Sigma) (1 :3000) 
6. Incubate for 60 minutes at 30°C in a shaking incubator 
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7. Wash 3X with TOST, add Anti-Mouse Ab / Europium conjugate (Wallac) 
(1:500) 

8. Incubate for 60 minutes at 30°C in a shaking incubator 

9. Wash 3X with TOST, Read plates in Wallac Victor model Plate Reader; 

5 10. Collect data analyze in Excel for single point and IC50 determinations. 1 

Single point assay - % inhibition at 10 mg/ml (% Inhibition »• 1 - cp&treafed : 
sample/untreated control) . s IC^ 0 determinations - done on compounds from 
single point assays with >80% inhibition. Typically Raf-1 assay is nm at 
10 compound concentrations from 10 pM to 1 nM ik half log dilutions! 1 (% 
inhibition is determined for each compound coiicten^tion). The re 
obtained for representative compounds of this invention are listed in Table 2. 

Cell Based Screen for Inhibitors of Raf Kinase. : 
15 Materials . r 7 ■:;>,■ ■ . r r '~?.f. 'o "-^ r ■ ' c/* v.v. 

Cell Lines: Human adenocarcinoma cell line LpVd which is known to be 
growth inhibited by low nM ^concentrations of a reference standard - 
inhibitor of Ras and human adenocarcinoma cell line CaCo-2, which is 
known to be growth resistant to the same reference compound. ' \ - 

20 Cell Media : RPMI 1640 with; 10% Fetal Bovine Serum supplemented " 
with L-glutamine and PeiinicUin/Streptomycin) ^ >^ ■ 
Compounds: Supplied usually as a 1 0 mM stock in 1 00% DMSO. 
Normal Saline: 150 mM NaCl. 
Trichloroacetic Acid (TCA): 50% (w/v) in water 
25 Sulforhodamine B (SRB): 0.4% (w/v) in 1% Acetic Acid 
Tris Base: 10 mM in water 
Methods 
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Cells are plated at 2000 cells per well for cell line LoVo and 1500 cells 
for cell line CaCo-2 in 96 well plates. Cells are plated in media (200 jil) 
and allowed to adhere overnight at 37°C At -24 hours post plating, 
compounds are added directly at a volume of 0.5 \d. For this qualitative 
5 screen (compounds screened at 25 fiM) compound is added directly to 
cells. Fox the quantitative screen; compound is first diluted in DMSO to 
generate: concentrations of compound or reference standard of: l 9 5, 10 
and 25 M It is advisable to make the dilutions in ah identical 96 well < 
plate so that compounds c^ 

10 micropipettor set at 0.5 pi. The cells are then incubated for four days *- 
after; which the media is removed using a 12 well manifold- by first * 
tipping the plate; forward' ati a 45 degree angle and then: inserting the r * v 
manifold in an upright orientation to prevent' the tips of the manifold - 
from disturbing cells at the bottom of the plate: 200 |il of normal isaline is 

15 then added to each well using an 8 well multichannel pipettbr^ followed 
by thes careful addition of 50: |xl of 50%: TCA. ; The plates are then 
incubated for 2 hours at 4°C, after which the' supernatant is removed 
using the same technique as above and the plated washed twice with 200 
fil water* The plates are then air dried and 50 |xl of SRB stock solution is 

20 carefully added so that the entire bottom of each well is covered. This 
again can tid used using an 8 well multicliannel pipettor. The SRB is 

incubated with fixed cells for 15 minutes at room temperature after 

* {"■ •' * 

which the SRB is removed with the manifold as described above and the 
plates washed twice with 350 jxl of 1% acetic acid per well each time. 
25 The plates are then air dried after which the bound SRB is released from 
protein by the addition of 200 jil of Tris base. Resolubilizing the SRB is 
aided by placing the plates on a rotator for 15-30 minutes. The 
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absorbance of each well is determined at 550 or 562 nm using a 
microtiter plate reader. - ; !♦ 

Each compound or dilution thereof is performed in triplicate. Outliers are * 
identified by Visualcinspection of the data. Each plate should have a T 
5 control (vehicle only), r. ; ; : ^ :f bt^*;«\- :; ; - 

Qualitative, screen:-To calculate %l inhibition of a compound at 25 jiM; 
the following formula is, used:-lr (experimental absdrbance @ 25 jiM 
compound/ " 0" control 1 absorbance) x 10(N % inhibition at 25 jjJVL : - 
Compounds having? >50%; inhibitibm at 25 pM ■* are f placed in the 

10 quantitatiyeassay. ^ , : ; <^ v. : r *0 .i ■■< '..0 > v ; \r i 
Quantitative Assay: l An standard curve is r constructed! by plotting the 
concentration of compound, against the average absorbance calculated at that ^ 
concentration; A curve, is plotted? and the concentration at which the curve 
passes through the 50% the absorbance mark seen in the "0" control well is 

15 the IC 50 calculated for that compound. .Multiple entries for a given compound 
indicate that it is tested multiple times? The results obtained for representative ^ 
compounds of this invention are listed in Table 5. i 



• - .1- or 'ii?* TABLE 5 ^ • v. y . . ■ , ■ -tv 

raf LoVo BxPC3 LnCAP CaCo-2 

Example ICso pM ICso pM. ICso pM ICso pM ICso uM 

3 "~ 0.09 , 
39 t 0.9, ... 



40 . . . ..0,7, ... >•>, . ;T ,, : v; - r.., : , ...... ... . 

44 . ••• 0.009 . , 0.85(a) 9.2(a) 
124 0.13 ^ - - ' ' - " ' ' •• 
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129 ... 0.3 

149 0.004 

151 0.007 

152 0.008 

153 0.012 ' 

154 0.008 
174 >10 
176 2.995 . 
213..,.. .0.027 
214 0.31 
217 >10 
218: ; 0.66 

(a) Averageof two runs 

(b) Average of three runs 

(c) Average of five runs 

5 The results shown in tables 1 , 2\ 3, 4 and 5 demonstrate that the compounds of 
this invention are potent inhibitors of protein kinases, andare u^efui as 
described above. 

The compounds of this invention may be formulated neat or may be 
10 combined with one or more" phaiiriaceutically acceptable carriers for 
administration. For example, solvents, diluents and the ' Ytks, and may be 
administered orally in such forms as tablets, capsules, dispersible powders, 
granules, or suspensions containing, for example, from about 0.05 to 5% of 
suspending agent, syrups containing, for example, from about 10 to 50^. of 



0.006(c) : 0.037(b) 0.053(b) < 0.9(c) 

0.0085 0.04 - ^ : 0.012 6.7 

6.029 6.04 "••"" ! 0032' ' v ' f >l 

0.0094 0.638 6.019 ' ' >1 

0.043 o!64 >1 

0.44 4 

3.5 . .. .... ■: Hfo . , ; .... .,. r j 10 

. 0.3 .... ..... , ... - t . ,..1.4 

■ 0.25 . , : - i.i.-i ; /: : u-l 8 
0.48 =- ■; • ^ • 4.8 

■ 0.43 ^- -~ ; • ? ' • " ' 6. 
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sugar, and elixirs containing, for example, from about 20 to 50% ethanol, and 
the like, or parenterally in the fbnn of sterile injectable solution or suspension 
containing from about 0.05 to 5% suspending agent in an isotonic medium. 
. Such pharmaceutical preparations may contain, for example, from about 0.05 
5 up to about 90% of the active ingredient in combination with the carrier, more 
usually between about 5% and 60% by weight 

The effective dosage of active ingredient employed may vary 
depending on the particular compound employed, the mode of administration 
and the severity of the condition being treated. However, in general, 
10 satisfactory results are obtained when the compounds of the invention are 
administered at a daily dosage of from about 0.5 to about 1000 mg/kg of 
animal body weight, optionally given in divided doses two to four times a day, 
or in sustained release form. For most large mammals the total daily dosage is 
from about 1 to 1000 mg, preferably from about 2 to 500 mg. Dosage forms 
15 suitable for internal use comprise from about 0.5 to 1000 mg of the active 
compound in intimate admixture with a solid or liquid pharmaceutical^ 
acceptable carrier. This dosage regimen may be adjusted to provide the 
optimal therapeutic response. For example, several divided doses may be 
administered daily or the dose may be proportionally reduced as indicated by 
20 the exigencies of the therapeutic situation. 

The compounds of this invention may be administered orally as well as 
by intravenous, intramuscular, or subcutaneous routes.. Solid carriers include 
starch, lactose, dicalcium phosphate, microcrystalline cellulose, sucrose and 
kaolin, while liquid carriers include sterile water, polyethylene glycols, non- 
25 ionic surfactants and edible oils such as corn, peanut and sesame oils, as are 
appropriate to the nature of the active ingredient and the particular form of 
administration desired. Adjuvants customarily employed in the preparation of 



WO 01/47892 



154 



PCT/US00/35616 



pharmaceutical compositions may be advantageously included, such as 
flavoring agents, coloring agents, preserving agents, and antioxidants, for 
example, vitamin E, ascorbic acid, BHT and BHA. 

The preferred pharmaceutical compositions from the standpoint of ease 
5 of preparation and administration are solid compositions, particularly tablets 
and hard-filled or, liquid-filled capsules;: Oral administratibn of the 
compounds is preferred. ; , ^ 

In some cases it may be desirable to administer the compounds directly 
to the airways- in the form of an aerosol. ; f ^ 

10 The compounds of this invention may : also be.- administered 

parenterally or intraperitoneally. Solutions or suspensions of these active 
compounds as a free base or pharmacologically acceptable salt can be 
prepared in water suitably mixed with: a surfactant such as hydroxy- 
propylcellulose. Dispersions can also be prepared; in glycerol, liquid 

15 polyethylene glycols and mixtures thereof in oils. Under ordinary conditions 
of storage and use, these preparation contain 1 a preservative to prevent the 
growth of microorganisms. • ^ : : 3 

The pharmaceutical forms suitable for injectable use include sterile 
aqueous solutions or dispersions and sterile powders for the extemporaneous 

20 preparation of sterile injectable solutions or dispersions. In all cases, the form 
must be sterile and must be fluid to the extent that easy syringability exists: It 
must be stable under the conditions of manufacture and storage and must be 
preserved against the contaminating action of microorganisms such as bacteria 
and fungi. The carrier can be a solvent or dispersion medium containing, for 

25 example, water, ethanol, polyol (e.g., glycerol,;propylene glycol and liquid 
polyethylene glycol), suitable mixtures thereof, and vegetable oils. 
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For the treatment of cancer, the compounds of this invention can be 
administered in combination with other antitumor substances or with radiation 
therapy. These other substances or- radiation treatments can be given at the 
same or at different times as the compounds of this invention. These combined 
5 therapies may effect synergy and result in improved efficacy : > For example, 
the compounds of this invention can be used in combination with mitotic 
inhibitors such as taxol or vinblastine, alkylating agents such as cisplatin or 
cyclophosamide, antimetabolites such as 5-fluorouracil or hydroxyurea, DNA 
intercalators such as adriamycin or bleomycin, topoisomeraise inhibitors such 
10 as etoposide or camptothecin, antiangiogenic agents such as angiostatih, and 
antiestrogens such as tamoxifen. V 

The preparation of representative examples of the compounds of this 
invention is described below. 
15 : ..■ . - / < ,i> - ^ 

Example 1 * 
4-Oxo-L4-dihvdrobenzofg1qiiinoline"3"Carbonitrile 

A suspension of 5.6 g (30 mmol) of 3-amino-2-napthoic acid in 30 mL of N, 
20 N-dimethylformamide dimethyl acetal is refluxed for 6 hours. Removal of the 
solvent yields 7.06 , g (86.4%) of methyl' 3- 
{[(dimethylamino)methyKdene]amino}-2-naphthoate as a dark oil residue. To 
a solution of 20. 8 mL (52 mmol) of «-butylUthium (2.5M in hexane) in 1 8 mL 
of tetrahydrofuran (THF) is added dropwise a solution of 5.97 mL (1 14 mmol) 
25 of acetonitrile in 100 mL of THF at -78°C. After completion of addition, the 
suspension is stirred for 15 minutes. To this is added 7.02 g (26 mmol) of 3- 
{[(dimethylamino)methylidene]amino}-2-naphthoate in 50 mL of THF 
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dropwise. The resulting reaction mixture is stirred at -78°C for 1 hour. Then 
7.8 g (130 mmol) of acetic acid is added dropwise. The reaction mixture is 
warmed up to room temperature and diluted with water. The precipitate is 
collected by filtration and washed with water and ethyl acetate. After drying in 
5 vacuo, this yields 3.80 g (67%) of the product as a yellow solid, mp >260°C. 
1 HNMR(DMSO-d 6 ): 5 7.58 (t, J=6.8, 1H); 7.68 (t, J=6.8, 1H); 8.09 (d, J=8.2, 
1H); 8.14 (s, 1H); 8.23 (d, 1H); 8.80 (s, 1H); 8.85 ( s,< 1H); 12.85 (bs,lH). 
MS(ES, positive ion mode): m/z calcd for C u H 8 N 2 0: 220.23, found: 221.2 
(M+H) + . 

10 Analysis for C M H fi N 2 0 -0.15H 2 O 
Calcd: C 75.42; H 3.75; N 12.56 
Found:C 75.38; H 3.68; N 12.52. 

Example 2 

15 4-Chlorobenzorg1quinoline-3-carbonitrile 

A reaction mixture of 3.5 g (16 mmol) of 4-oxo- 1 ,4- 
dihydrobenzo [g]quinoline-3 -carbonitrile in 35 mL of phosphorus oxychloride 
and 22 drops of N,N-dimethylformamide (DMF) is heated at 100-1 10°C for 5 

20 hours. After cooling, the mixture is concentrated to dryness in vacuo to give a 
dark residue. The residue is partitioned between methylene chloride and ice- 
cooled saturated aqueous sodium carbonate solution. The organic layer is 
washed with ice-cooled brine and dried over sodium sulfate. The organic 
solvent is passed through a short column of silica gel, and further eluted with 

25 additional methylene chloride. Removal of the solvent yields 1.89g (49.5%) of 
the product as a bright yellow solid, mp 253-255°C. 
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'HNMRCDMSO-d^: 8 7.77 (m, 2H); 8.33 (d, J=9.3, 1H); 8.39 (d, J=9.5, 1H); 
8.91 (s, 1H); 9.08 (s, 1H); 9.18 (s, 1H). 

MS (ES, positive ion mode): m/z calcd for C 14 H 7 C1N 2 : 238.68, found: 239.2 
(M+H) + . ' . •: r • - 

5 Analysis for C, 4 H 7 C1N 2 ..... 

Cated: C 70.45; H- 2.96; N 11.74 ^ > 

Found: C 70.16; H 3.04; N 11.55. 
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Example 3 

4-^4-Phenoxvanilino^ben2^ 

A reaction mixture of 141.8 mg;(0.59 mmol) of 4-cM6robeii2»|^]qtiirioliiie-3- 
5 carbonitrile; lll.lf mg (0.60 mmol) of 4-phenoxyaniline and 57.8 mg (0.50 
mmol) of pyridine hydrochloride in 8 ml of 2-ethoxyethanol is heated at 1 10- 
120°C for 1 hour. After cooling, the mixture is diluted with water and made 
basic by addition of 125.0 mg (1.18 mmol) of Sodium carbonate. The 
precipitate is collected by filtration and washed with waten Drying in vacuo 

10 yields the crude product The crude product is purified by chroniaifography, 
eluting with a methylene chloride/methanol gradient from 100:0 to 86:14, to 
provide 167.8 mg (73.4%) of the pure product as a yellow solid, mp 250- 
251°0, s;t:^v^\ r Q::\^ - : \~KL\*Ur : - > : s\ih: 

1 HNMR(DMSO-d 6 ): 8 7.05 (s, 1H); 7.08 (s, 1H); 7.14 (m, 3H); 7.43 (m, 4H); 

15 7.66 (m, 2H); 8.11 (d r J=8.h 1H); 8.19 (d, J- 7.8, 1H); 8.55 (d, 2H); 9.24 (s, 
1H); 10;22 (bs, 1^. r , ■ , V / ^: ^ 

MS(ES, positive ion mode):; m/z calcd for Q 6 H 17 N 3 0: 387.44, found: 388.2 
(M+H)\ . - :r : : . : y\ . \ . ' 

Analysis for C^H^NaO O^ H 2 0 , 

20 Calcd: C 79.86; H 4.48; N 10.74 

Found: C 79.87; H 4.44; N 10.70. ^ . . 

Example 4 

4-n-CMoro-4-fluoroanilino^benzorg1^ 



25 



Following the procedure of Example 3, the reaction mixture of 141.8 mg (0.60 
mmol) of 4-cUoroben2X)[g]quinoline-3-carbonitrile, 87.3 mg (0.60 mmol) of 
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3- chloro-4-fluoroaniline and 57.8 mg (0.50 mmol) of pyridine hydrochloride 
in 8.0 mL of 2-e&oxyethanbl is heated at 1.10?l20?C for 1 hour to yield 162.5 
mg (77.9%) of the product as a bright yellow solid, mp 257-259°C. 
'HNMRpMSp-dg): 5 7.51 (m, 2H); -7.67 (m, 2H); 8.13 (d, J=8.1; 1H); 8.20 

5 (d, 7=8.1 1H); 8.61 (s, 2H); 9.19 (a; 1H); 10.24 (s,lH); 12.25 (bs; 1H)- 

MS(ES, positive ion mode): m/z calcd for QoH^ClFN 3 : 347;78j found: 348.3 : 
(M+H) + . •:«•. : , -j - :, -r-zj'-.: ^ J i-. - .J v. * / -i >£. 

Analysis for GioH„ClFN 3 0.2 H z O - < / s < S ::.< V -b? ■ 
Calcd: C 68.36; H 3.27; N 11.96.' ••••• -..-sr'-V d sw^ty. 

10 Found: G 68.60; H 3.29; N 11.70. i k c; ; ? -.V.v 

••• h-V-. *' • ' Examples? c«j "te Q ; • ••• ^-'.ny 

4-f4-CMoro-5-memoxv-2-methvlani1ino^benzo[g1qumolme-3-carbonitrile 

15 Following the procedure of Example ;3, the reaction nuxture of 141 .8 mg (0.60 : 
mmol) of 4-cUorobenzo[g]qumoline-3-carbonitrile, 102.9 mg (0.60 mmol) of 

4- chloro-5-methoxy-2^memylaniline (can be prepared by the procedure 
disclosed in WO 85/01939, which is hereby incorporated by reference) and' * 
57.8 mg (0.50 mmol) of pyridine hydrochloride in 8.0 ml/of 2-eth6xyethanbr 

20 is heated at 130-135°C for 1.5 hours to yield the crude product. Purification of 
the crude product on preparative TLC (developing solvent: 95:5 methylene 
chloride/methanol) yields 159.3 mg (72.2%) of the pure product as a yellow 
solid, mp 195-197°C. :r y • 

'HNMR (DM.SQrdfi): 6 2.16 (s, 3H); 3.82 (s, 3H); 7.22 (s£ lH);-7.46 (s, 1H); 
25 7.67 (m, 2H); 8.12 (d, J=8.1, 1H); 8.19 (d, J=8.1, 1H); 8.54 (d, J=14.7, 2H); 
9.29 (s, 1H); 10.11 (s,.lH). 
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MS(ES, positive ion mode): mix calcd for G^H^ClNaO: 373.84, found: 374.3 
(M+H) + . ;vV. " • v >: : - 

Analysis for C^H^ClNaOO.SS H 2 0 
Calcd: C 68.86; H 4.49; N 10.95 - 
5 Found C 68,70; H 4.64; N 10.41. - / 



> 
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Example 6 - *' ^ r ' 

6.7"Dimefeox^-3-fmetfaoxvcarbonvlV2-naphtfaoic acid 

». - -, \ -» , v ;<- ? j 




To 20 mL of methanol at room temperature is added 200' mg (5.0 
5 mmol) of 60% sodium hydride in mineral oil. THe solution is s^ed for 5* 
minutes, and then added to a suspension of 516 mg (2.0 mmol) of 6,7- 
dimethoxy-2,3-naphthalenedicarboxylic anhydride (McOmie, John F. W.; 
Perry, David H. Synthesis (1973), Issue 7, 416-417) in 30 mL of methanol. 
The mixture is stirred at room temperature for 10 minutes, and concentrated. 

10 The residue is partitioned between ethyl acetate and saturated sodium 
carbonate solution. The aqueous layer is separated and neutralized with 
concentrated hydrochloric acid to pH 1. The product is extracted with ethyl 
acetate, dried over magnesium sulfate, and concentrated in vacuo. The waxy 
solid thus obtained is washed with ethyl acetate to yield the product as 406 mg 

15 (70 %) of an off-white solid, mp 181-183°C. 



] HNMR (DMSO-d^: 5 13.10 (s, 1H), 8.21 (s, 1H), 8.07 (s, 1H), 7.54 (s, 1H), 
7.51 (s, 1H), 3.91 (s, 6H), 3.81 (s, 3H). 

MS(ES, positive ion mode): m/z calcd for C 15 H 14 0 6 : 290.3, found: 291.3 
(M+H) + . 

20 Analysis for C 15 H 14 O 6 -0.1H 2 O 
Calcd: C 61.12; H 4.96 
Found: C 61.03; H 4.99. 



25 



Example 7 

3-Amino-6>7-dimethoxv-2--naphthalene-2-carboxvlic acid methyl ester 
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, A .mixture of 290 mg (1.0 mmol) of 6,7-dhnethoxy-3- r 
(methoxycarbonyl)-2-naphthoic acid, 1.0 g of diphenylphosphoryl azide, and 1 
mL of triethylamine in 10 mL of toluene is refluxed for 15 minutes and added 
dropwise to a solution of 80 mL of acetone and 10 mL of water at 80°C. The 
5 mixture is heated at 80°C for 1 hour and concentrated. The residue , is 
partitioned between ethyl acetate and saturated sodium chloride solution. The 
organic layer is dried over magnesium sulfate and concentrated.? The residue is > 
chromatographed over silica gel, eluted with 1:1 ethyl acetate/hexanes to yield 
105 mg (40 %) of a yellow solid, mp 125-127°C. 
10 I HNMR-(DMSO): 8 8.25 (s, 1H), 7.19 (s, 1H), 6.91 (s, 2H), 6.25 (brs, 2H), 
3.85 (s, 3H), 3.84 (s, 3H), 3.79 (s, 3H). 

MS(ES, positive ion mode): m/z calcd for C 14 H 15 N0 4 : 261.3, found: 262.3 
(M+H) + . 

Analysis for C 14 H 15 N0 4 
15 Calcd: C 64.36; H 5.79; N 5.36. 
Found: C 64.08; H 5.64; N 5.39. 

Example 8 

3-fl3imefovlammo-mefovleneammoV 
20 acid methyl ester 

A suspension of 1.95 g (7.46 mmol) of 3-aniino-6,7-dimeflioxy-2-naphthalene- 
2-carboxylic acid methyl ester in 40 mL of N,N-dimethylformamide dimethyl 
acetal is refluxed for 1.5 hours. Removal of the solvent yields a solid residue 
25 which is washed with diethyl ether and ethyl acetate, affording 1 .99 g (83.8%) 
of the product as an oflf-white solid, mp 180-182°C 
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'HNMR (DMSO-dg): 5 3.00 (bs; 6H); 3.77 (s, 3H); 3.84 (s, 3H); 3.86 (s, 3H); 
7.12 (s, 1H); 7.17 &1H); 7.29 (s, 1H); 7.65 (s,lH); 7.93(s, 1H). 
MS(ES; positive ion mode): m/z calcd for C 17 H 20 N 2 6 4 : 316.36, found: 317.1 
(M+H) + . ■-. ••••• -'■ -• 

5 Analysis for G^oNjOf- ^ ' x • r ' 

Calcd: C 64.54; H 6.37; ! N 8.86 « 
Found: C 64.37; H 6;31; N 8:74, i - " ■ • " *>«■•- 
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Example 9 

T.R-Dimethoxv^-oxo-L^dihvcfco^ 

To a solution of 2.6 mL (6.3. mmol), of n-butylBthium (2. 5M in hexane) in 2.0 
5 ml of THF is added dropwise a solution of 0.36 mL (6,9 mmol) of acetonitrile 
in 6 mL of Tffi J, 5 at . -78°C i After completion, of addition, the suspension is 
stirred for 15, minutes .... To this is added 496.7 mg (L57 mmol) of 3- 
(ctfmethylaminomethyle^^ 

acid methyl ester in 15 mL of THF dropwise. The resulting reaction mixture is 
10 stirred at r78°C for 1.5; hours. Then 942.8 mg< (15.7 mmol) of acetic acid is 
added dropwise. The reaction mixture is warmed to room temperature and is 
diluted with water. The precipitate is collected by ^ filtration and wajshed with 
water and methanol. After drying in vacuo, this yields 406.0 mg(92.3%) of the 
product as a light brown solid, mp>265°C. rV ,G : : 

15 1 HNMR (DMSO-d,;): 8 3.91 (s, 3H); 3.95 (s, 3H); 7.45 (s, 1H) • 7-59 (s, 1H); 
7.94 (s, 1H); 8.62 (s, 1H); 8.70 (s, 1H); 12.75 (bs,lH). : . r 
MS(ES, positive ion mode): m/z calcd for C 16 H 12 N 2 0 3 : 280.28, found: 279.3 
(M+H) + . : 
Analysis for C 16 H 12 N 2 O 3 0.75H 2 O , r ; ; 

20 Calcd: C 65.41; H 4.63; N 9.53 
Found: C 65.29; H 4.43; N 9.40. 

Example 10 -:^.v■• 
4-Chlo^o-7.8■Kiimethoxvbenzo^g^qu^ 

25 ' ••: . • 

A mixture of 356.2 mg (1.3 mmol) of 7,8-<limethoxy-4-oxo-l,4- 
dihydrobenzo[g]quinoline-3-carbonitrile in 5 mL of phosphorus oxychloride 
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and 4 drops of DMF is heated at 100-1 10°C for 4.5 hours. After cooling, the 
mixture is concentrated to dryness in vacuo to give a dark residue. The residue 
is partitioned between methylene chloride and ice-cooled saturated aqueous 
sodium carbonate solution. The organic layer is washed with cooled brine and 
5 dried over sodium sulfate.; The organic solvent* is passed through a short 
column of silica gel, and the column is first eluted with kdditiohal methylene 
chloride, then a 99:1 Methylene chloride/ethyl a6etate soltion. Removal of the 
solvent yields 187.0 mg (49.4%) of the product aS a bright yelloW solid, mp 
>265°C. . ... ;rT. -.- • rvv ''V; / • : • 

10 ! HNMR (DMSO-d*): 8 3.99 (s, 3H); 4.60 ( Si 3H) ; 7.65' (s, 1H); 7.74 (s, lH)j 
8.63 (s,lH); 8.80 (s, 1H); 9.06 (s, 1H). " " r 

MS(ES, positive ion mode): m/z calcd for C 16 H U C1N 2 0 2 : 298.73, found: 299.2 
(M+H) + . * ;v : *■ ' ^ / lr . ■ - . .u, ■>.</.:.' I- ■■ . . " ; • ' 

Analysis for C 16 H„ClN 2 O 2 0.5H 2 O - — 

15 Calcd: C 62.44; H 3.93; N 9.10 • 5 ' 

Found: C 62.41; H 3.81; N 8.91. - : > . 

v ' \r- .': ■ • ■ " . . 

Example 11 

7.8-Dimethoxv-4-f 4-p henoy yanilino)benzor g]quinoline-3 -carbonitrile 

20 ~ - ; 

A mixture of 75.5 mg (0.25 mmol) of 4-chloro-7,8- 
dimethoxybenzo [g]quinoline-3 -carbonitrile, 56.2 mg (0.30 mmol) of 4- 
phenoxyaniline and 28.9 mg (0.25 mmol) of pyridine hydrochloride in 5 mL 
of 2-ethoxyethanol is heated at 120-125°C for 2 hours. After cooling, the 
25 mixture is diluted with water and neutralized by the addition of 53.0 mg (0.5 
mmol) of sodium carbonate. The precipitate is collected by filtration and 
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washed with water, diethyl ether and methanol. Drying in vacuo yields 83.2 
mg (63.5%) of the product as a yellow solid, mp >265°C. 
'HNMR (DMSO-dg): 8 4.00 (s, 3H); 4.02 (s, 3H); 7.07-7.20 (m, 5H); 7.36 (s, . 
1H); 7.42 (dd, J=8.34, J=11.13, 2H); 7.53 (s, 1H); 7.56 (s, 1H); 7.65 (s, 1H); 
5 8.37 (s, 1H); 9.01 (s, 1H); 9.27 (s, 1H); 11.50 (bs, 1H). 

MS(ES, positive ion mode): m/z calcd for- C^HmNjO,: 447.49, found: 448.3 , 
(M+H) + . 

Analysis for <^ 8 H 21 N 3 0 3 -2 HC1 .,. 
Calcd: C 64.62; H 4.46; N 8.07 , , • 

10 Found: C 64.55; H 4.75; N 7.95., 

■sr.-' .. Example 12 . -\. ■-: 

4-f4-GMoro-5-memoxv-2-memv1anninnV7-8^imethoxvben7:nfp1qninn1ine-^- 

"". u-i .:. r. ' carbonitrile' ,. 

15 

Following the procedure of Example 11^ a mixture of 75.8 mg (0.25 mmol) of 
4-cUoro-7,8-dimethoxybenzo[g]quinoline-3-carbonitrile, 51.5 mg (0.30 
mmol) of 4-chloro-5-methoxy-2-methylaniline and 28.9 mg (0.25 mmol) of 
pyridine hydrochloride in 5.0 mL of 2-ethoxyethanol is heated at 120-130°C 

20 for 2 hours to yield the crude product. Purification of the crude product on 
preparative TLC (developing solvent: 95:5 methylene chloride/methanol) 
yields 88.7 mg (82.1%) of the pure product as a yellow solid, mp 171-173°C. 
! HNMR (DMSprdfi): 5 2.13 (s, ,3H); 3.80 (s, 3H); 3.96 (s, 3H); 3,97 (s, 3H); 
7.15 (s, 1H); 7.33 (s, 1H); 7.41 (s, 1H); 7.52 (s, 1H); 8.32 (s, 1H); 8.43 (s, 1H); 

25 9.01 (s, 1H); 9.94 (bs, 1H). . 

MS(ES, positive ion mode): m/z cacld for C^HjoCINjOj: 433.89, found: 434.3 
(M+H) + . 
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Analysis for Ci 4 H2oClN 3 0 3 
Calcd: C 66.44; H 4.65; N 9.68 
Found: C 65.06; H 4.80; N 9.46. 

5 Example 13 

4-(3-CMoro-4-fluoroanUinoV7 1 B^i^ 

Following the procedure of Example 11, a mixture of 149 A mg (0.50 mmol) 1 
of 4-cMoro-7,8-dimethoxyben2»[g]quinolm^ 87.3 mg (6.66 

10 mmol) of 3-chloro-4-fluoroaniline and 57.8 mg (0.50 ininol) of pyridihe 
hydrochloride in 7.0 mL of 2-ethoxyethanol is heated at 100-1 10°C for 1.0 
hour to yield 184.4 mg (83.0%) of Hie product as a yellow solid, mp >280°C. 
1 HNMR (DMSO-d 6 ): 8 3.99 (s 9 3H); 4.02 (s, 3H); 7.36 (s, 1H); 7;58 (m; 2H); ; 
7.65 (s, 1H); 7.85 (d, J=4.5, 1H); 8.40 (s, 1H); 9.05 (s, 1H); 9.30 (s, 1H); 11.70 

15 (bs, 1H). 

MS(ES, positive ion mode): m/z calcd for C^H 15 C1FN 3 0 2 : 407.85, foiiiid: 
408.2 (M+H) + . v - " ' 

Analysis for C 22 H 15 C1FN 3 0 2 1 HC10.5 H 2 0 
Calcd: C58.29; H 3.78; N 9.27 
20 Found: C 58.05; H 3.94; N9.HK 



~ Example 14 

4-f2.4-Dic h1oroaniH tnoV7.8-dim^ 

25 A mixture of 178.2 mg (1.1 mmol) of 2,4-dichloroaniline and 44.0 mg (LI 
mmol) of sodium hydride in anhydrous DMF is stirred at room temperature for 
0.5 hours. To the mixture is added 149.4 mg (0.5 mmol) of 4-chloro-7,8- 
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dimethoxybenzo [g]quinoline-3 -carbonitrile. The resulting mixture is heated at 
50-60°C for 1 hour. After cooling, the mixture is diluted with water and 
extracted with ethyl acetate. The organic phase is washed with brine and dried 
over sodium sulfate... Removal of the solvent yields a dark residue which is : 
5 purified^ on : preparative : TLC (developing solvent: 97:3 methylene 
chloride/methanol), giving a yellow foam. Trituration of the foam with diethyl 
ether containing several drops of methanol yields* 126.T trig (59.5%) of the 
product as ayellow solid, mp 271-273°C. 

! HNMR (DMSO-dfi): 5 3.95 (s, 6H); 7.54 (m, 5H); 8.34 (s, 1H); 8.84 (s, 1H); 
10 10.05 (bs 1H); 12.40 (bs, 1H). 

MS(ES, positive ion mode): m/z calcd for e^U^Cl^O^. 424.3, found: 426.1 

(M+H) + . U : rjA>s^o£ c , i,rvr>j,/ ..^.,>-\,::r 

Analysis for C 22 H 15 Cl 2 N 3 O 2 -0.6 H 2 0 

Calcd: C 60.73; H3v75; N 9.66 > \ l 

15 Found: C 60.69; H 3.70; N 9.51. : - 

• ■- ■ _ <« <-,\h Example 15 ■:- ' ' ;> - ' 

4-(2.4-DicMoroanilinoV7»8-dihvd^ 

V?-:- «; ■' • * ^ ^ ' ' V'.'-'.-L". • ' ' 

20 A mixture of 252.6 -mg (0.6 mmol)i of : 4-(2,4-dichloroanilino)-7,8- 
dimethoxyben2»[g]quinoline-^^^ j and 5.0 *g of pyridine 

hydrochloride is heated at 215-220°C for 40 minutes under nitrogen. After 
cooling , the mixture; is neutralized with 3% ammonium hydroxide aqueous' 
solution and stirred for; 30 minutes. The precipitate is collected, washed with 
25 water and dried in vacuo. The crude product is passed through a short column 
of silica gel, eluting with a gradient of methylene chloride/methanot 90:10 to 
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50:50, to provide 122.8 mg (51.7%) of the product as a brown solid, mp 
>260°C. ■ - ' .... ' -• ■ ■ •■ . 

'HNMR (DMSO-dfi + TFA): 8 7:44 (d, J=9, 2H); 7.68 (dd, J=3, J=6, 1H); 7.79 
(d, J=6, 1H); 7.95i (s lH);:8.23(s, 1H); 9.15 (s, 1H); 9.17~(s, 1H)'. 
5 MS (ES, positive iom mode): m/z calcd for <^oHiiCl 2 N 3 0 2 : 396.2; found:- 
(M+H)^ 396.1.- -.ltd**-; .v,i ; :..; t n' . - v, ,c • h •• < ■ i r - v:; -i 
Analysis for C2oH n Gl 2 N302 0.6 H z O ^ ^ •* - 

Calcd: C 59.02; H 3.02; N 10.32 C'\ . 

Found: C59.10; H 3.21; N 10.12. ^ ,}•>■ ' . : ^ r 

10 :>> ■■ ■■ " 

■ .'^J i Example 16 . ■ ■ ' - ! " ■.. 

7-Chloro-6-nitro-4-oxo-l .4-dihvdroquinoline-3-carboxvlic acid 

A mixture of 12.0 g (40.5 mmol) of 7-chlorb-6-nitr6-4^oxo-l,4- 
15 dihydroquinoline-3-carboxylic acid ethyl ester (J. Med? Chem: 23, 1358 
(1980)) and 60.0 mL of 2.5 N sodium hydroxide in 160.0 mL of ethanol is 
heated at reflux temperaturefor 1.5 hours; After allowing the reaction mixture 
to cool to ipom temperature, it is further cooled in an ice bath, brought to pH 4 
with 4.0 N hydrochloric acid and stirred for 0.5 hour. The solid is collected by 
20 filtration, washed with water and dried in vacuo to yield 10.1 g of 7-chloro-6- 
mtro^-oxo-l,4-dmydroqumoliher3-carboxyUc acid as a tan solid; mp 294- 
297°G. ■ •. ;• r -.-.;•>. £• ... -'W : .. ' <■ ' 

'HNMR (DMSO-clfi).^ 9.71(s; 1H); 8.70 (s, ; 1H); 8.09 (s, 1H). 
MS (ESj negative mode): m/z calcd for. C 10 H 5 C1N 2 0 5 : 268, found: 266.8 (M- 

25 H)\ .-; - , . . : . 

Analysis for C 10 H s ClN 2 O 5 - 
Calcd: C:44.72;H:1.88;N:10.43 
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Found: C:44.38; H:2.05; N:10.22. 

Example 17 

7>CMoro-6-nitro^oxo-h4«dihvdro-qxiinoline-3"Carboxvlic acid amide 

A mixjture;. of 10:1 g ; (37.61 mmpl); of 7-chloro-6-nitro-4rOxo-l,4- 
dihydxoqiunoline-3-carboxylic acid and 14.0; g, (86.34 "i mmol) of 1-1*- ^ 
carbonyldiimidgTOle in 1 10 mL of N,N-dmethylfonnamide is heated at 60°C;V. 
for 50 ^ minutes under nitrogen. The mbdure is cooled in an ice bath and, 

10 ammonia gas is » bubbled through the solution forx7i minutes. After further ; 
stirring for 0.5 hours, the . reaction mbcture is jfour^qn to; ice.„ The solid is 
collected by ffltratioA, washed with water and dried M yield 9.75* g of yellow -j 
solid. A-^0.17 g sample is pinified by silica gel ? M chromatography utilizing a r . 
gradient of methylene chloride/methanol (98:2 to 92:8) to yield 0.12 g of 75 

15 cUor9-6-nittOT^oxorl,4-dihydroquin acid amide as; beige VI 

solid, mp 298-30p°C. .,- x ■ .> r r v ? - X- *K 

1 HNMR (DMSO-d*): 8 13.0 (br s, 1H); 8.96 (d,4H, J=3.3 Hz); 8,81 (s, 1H); : ^ 
8.74 (s, 1H); 7.97 (s, 1H); 7.65 (d, 1H, J=3.6 Hz)., , ; - ^; : . y } > : : / l-;...,/ 
MS (ES, positive mode):m/z calcd for C^CIN^; 267, found 268 (M+H) + . 

20 Analysis for C 10 H 6 ClN 3 O 4 -0.3 H 2 0 
Calcd: C:43.98; H:2.44; N:15.39 

Found: C:44 r 13;H:2.53;N:14.99r - r ! , : . : 
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Example 18 

7-CMoro-6-mtro^^xo-L4-di^^ 

To a suspension Jof 9.58- g (35.77 mmol) ofr 7-cM6rb-6H^tr6^-oxb-i,4-- 
5 dihydro-quinoline-3-carboxylic acid amide in 60.0 mL of N,N- 
dimethylfonnamide is added 4.0 g (21.7 mmbl) r bf cyanxinc cMbnde Md the ~ k 
resulting clear solution is; stirred at room temperature for' 6.5 hotiiS under ' 
nitrogen. The mixture isi heated- at 50°C for 10 imnutesf ^stirrfed ^ room 
temperature for an extra 10 minutes 7 and then poured oh to ice. The solid is /r 1 
10 collected by filtration, Washed with water and dried to yielcl* 8 -9 g of a bfbwh : ' 
solid. A 0.17 g sample is purified by silica gel chromatography utilizing a • 
gradient of methylene cMbride/methanol(97:3 to 95:5)' to ^yield 6.l2 r g^6f -7^ * 
cMorpr6-hitro^-pxorr,4Kiihydfbquin r sbfid; mp ; 

15 ! HNMR (DMSOd 6 ): 8 13.2 (bs, lH)f8.91(s, 1H); 8:71 (s>lH>? 7.88 (s- 1H); s 
MS (ES, negative mode): m/z calcd for C 10 H 4 ClN 3 O 3 : 249, found:- 248 (M-H)V io: 
Analysis for C 10 H 4 ClN 3 O 3 -0.2 H 2 b " V a -y::: 

Calcd: C:47.43; H: 1.75; N: 16,60 ' 1 "c-.i r 1 r-.. /> V.3 

Found: C:47.70; H:1.96; N:16.34. ^ ' " ?rs " " " ' 1 

Example 19 ■■■ ■ : - -i- - • V ■: > v-I 
7-Chloro-6-nitro-4-oxo-l-fr2-ft^ 

quinolinecarbonitrile 

25 To a cold suspension of 1.67 g (41.75 mmol) of sodium hydride (60% in oil) 
in 70.0 mL of N,N-dimethylfonnamide is added 8.73 g (34.98 mmol) of 7- 
cUoro-6-nitro-4-oxo-l,4Hiihydroqiiinoline-3-carboiiitrile in portions over a 
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period of 20 minutes under nitrogen. The resulting mixture is stirred at 5°C for 
20 minutes and then 7.5 mL (42.37 mmol) of 2^trimethylsUyl)ethoxymethyl 
chloride is added dropwise. After stirring at 5°C for 20 minutes, the mixture is 
poured on, to ice. The. solid is collected by filtration, washed with water and 
5 dried to yield 13.3* of a brown solid. The solid is purified by silica gel 
chromatography, utilizing a gradient of methylene chloride/methanol (99.5 :0.5 
to 98:2) .to .yield* 10.5, g of 7-chloro-6-nitro-4-oxo-l-{[2- 
(trimethylsttyl)ethoxy]me^ white 
solid, mp 200-202°G,: ■ : ? , < " : * 

10 ! HNMR (DMSOrd 6 ): 8 9.12(s, 1H); 8.74 (s, 1H); 8.27 (s, 1H); 5.71 (s, 2H); 
3.63 (dd, 2H, J=5.2, 10.5 Hz); ).0.88 (dd, 2H, J=5.0, 8.1 Hz); 0.07 (s, 9H). 
MS (ES, positive mdde):m/z calcd for Gf^i 8 ClN 3 0 4 Si: 379; found: 380 

(M+H) + . . : v- - :;: cr - i : V v < ^ ; - - ■:- - - 

Analysis for C 1 6H 18 ClN 3 0 4 Si , . \ 7 ! 
15 Calcd: C:50.59; H:4.78; .N: 11.06. J r : - i 

Found: C:50.57; H:4.97; N: 11.02. V r - 

. r , .-'/.* *: Example 20 """v- 

6J-niftirnn o.4-dxo-l-f2-ti^ 
20 quinoline-3 -carbonitrile ; ^ 

To a solution of 6.0 g (15.8 mmol) of 7-cUoro-6-mtro-4-oxo-l-{[2- 
(trimethylsilyl)etlioxy]me&^ in 120 mL 

of dimethyl sulfoxide is added 5.13 g (79.0 mmol) of sodium azide and the 
25 resulting mixture is stirred at room temperature for 3 hours. The mixture is 
then heated at 60°C for 10 minutes, room temperature for 1 hour and then 
poured on to ice. The solid is collected by filtration, washed thoroughly with 
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water and dried in vacuo to yield 6.1 g of 7-azido-6-nitro-4-oxo-l-{[2- 
(trimethylsUyl)ethoxy]m^ as a 

yellow solid, 

./}. A mixture , of 6.1 g (15.8 mmol) of 7-aSado-6-nitro-4-oxo-l-{[2- 
5 (trimethylsilyl) etho^ 1.2 g of 

10% palladium on carbon in 80 mL of ethanol and 150 mL of tetrahydrofiirah 
is reacted in a Parr shiaker at 30 psi for 3 hours. The mixture is filtered through 
a pad of diatomaceous earth, washed with 700 mL of teti^ydrofurah and 300 
mL of methanol. The filtrate is evaporated to yield 1.23 g of brown solid. The 

10 diatomaceous ! earth : pad \ is2 further; washed: with 300 mL of N,N- 
dimethylformamide and the filtrate is poured, on ice. The crude product is 
collected by filtration, washed with : Ayater and dried to yield 3.36 g of a brown 
solid. The combined solid (4.59 g) is used directly in the next step. A 0.15 g 
portion of sample is purified by silica gel chromatography utilizing a gradient 

15 of methylen chloride/methanol (99:1 to 96:4) to yield 0.1 g of 6,7-diamino-4- 
oxo- 1 -(2-trimethy lsilany lethoxymethyl)- 1 ,4-dihy dro-qumoline^3-carbonitriie 
as a pink solid, mp >300°C. 

'HNMR (DMSO-d^S 8.65 (s, 1H); 7.27 (s, 1H); 6.84 (s, 1H); 5.86 (s, 2H); 
5.50 (s, 2H); 5.19 (s, 2H); .3,60 (t, 2H, J=5, 1,110.2 Hz); ).0.88 (t, 2H, J=5.0, 
20 8.4 Hz); 0.011 (s, 9H). j 

MS (ES, positive mode): m/z calcd for CjgH^N^Si: 330, found: 331 
(M+H) + : , • . , ... '.. • ;, , : - 

Analysis for C^H^N^Si •. • . ' ; • . 

Calcd:. C:58.15; H:6.71; N:16.95 , . 

25 Found: C:57.91;H:6.82;N: 16.75. 

Example 21 
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8-Oxo-5-(r2-(trime^^ 

glquinoline-7-carbonitrile : 

A 0.5 g portion: of 6,7-<ttamino^K>xo~l-{[2K 
5 1,4-dihydro^^iiinolinecarbonitrile (1.5 mmol) is dissolved in 130. mL of 
dioxane and 125 mL of 0.1 N hydrochloric acid and cooled in an ice bath: A 
solution of 0.11 g (1.6 mmol) of sodium nitrite m 5 mL of water is added in 
one portion and the mixture stirred at 0°G for. 45 minutes; Solids precipitated 
out of solution and are collected by filtration and washed with water to yield a 

10 brown solid. The solid is dissolved in 50 mL of 0,01 N sodium hydroxide and 
washed with 3x100 mL of methylene chloride. The aqueous layer is acidified 
to pH = 5 and the solids collected by filtration and washed with water. After 
drying, 0.4 g of a brown solid is obtained that could be recrystallized from 
methanol to yield a tanneedles, mp 249-251°C with gas evolution. 

15 ! HNMR (DMSO-d 6 ): 8 9.1(s, 1H); 8.78 (br s, 1H); 8.35 (br s, 1H); 5.78 (s, 
2H); 3,64 (t, 2H, J=8.0 Hz)? 0.87 (t, 2H, J=8.0 Hz). : - , < 
MS (ES, positive mode): m/z calcdfor C 16 H 19 N 5 0 2 Si: 341, found: 342 

(M+H) + . ,., v . ... / . /. / 

Analysis for C 16 H 19 N 5 0 2 Si , . v . T - 

20 Calcd: C:56.28;H:5.61;N:20.5L : . 
Found: C:56.14; H:5.54; N:20.4L 

Example 22 

8-OxO"5,8-dihvdrori.231tfazolo[4,5-g1quinoline-7-carbonitrile 



25 



A mixture of 0.357 g (1.04 mmol) : of 8-oxo-5-{[2- 
(trimethylsilyl)ethoxy]methyl}-5,8^ 
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carbonitrile and 0,35 g of imidazole (5.2 rnmol) in 10 mL of formic acid is 
heated to 110°C for 6 hours. The solution is cooled to room temperature and 
the volatiles are removed at reduced pressure. The residue is suspended in 20 
mL of waters filtered and washed' with water. After drying, 0.2 g of a brown 
5 solid is obtained, mp> 300 °G. 7 - 

! HNMR (DMSO-d^rS 9il(s, 1H); 8,78 (br s, 1H); : 8.35 (br s, lH)j 5.78 (s, 2H); 
3.64 (t, 2H, J=8.0 Hz); 0.87 (t, 2EC J=8.0 Hz). 

MS (ES, negative mb^e): rh/z calcd for C lc &N 5 0:21i; found (M-H)" 210. 
Analysis for C 10 H 5 N 5 O '- ---> X*'v»i-\ ; . - ' 

10 Calcd: C:56.28; H:5.61; N:20.51 • ; 

Found: C:56. 14; H:5.54; N:20.41. f ' ■■• ** ^ ••' v -'- : — 

- • Example 23 ;; : ^' J '- • ^ " - '" " i • 

8-CMorofl;231triazplo[^ 

15 • • .1 -f; s'S -v*- ■ - v .-'- . '■ 

A solution of 03 g of 8-oxo-5,8-dihydr6[l,2,3^ 

carbonitrile (1.4 mmol), is suspended in 10 mL of 2 M bxalyl chloride (in 
methylene chloride). One mL of DMF is added dropwise and the solution 
heated to reflux for 6 hours. The solution is cooled to room temperature and 
20 the volatiles are removed at reduced pressure. Ice water is added to the 
residue, and the solids are filtered and washed with water. Aft^r diying a 
brown solid, 0.2 g, is obtained. 

MS (ES, negative mode): m/z calcd for C 10 HiClN 5 : 229.6, found (M-H)" 228.2. 

25 Example 24 

8-(3A5-trimethoxvanamo¥L 
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A solution of 0.07 g of 8-'cMoro[l,2,3]triazolo[4,5-g]quinolm^ 
(03 mmol), 0.035 g of pyridine hydrochloride (0.3 mmol), and 0.83 g of 3,4,5 
trimethoxyaniline (0.45 mmol) are dissolved in 3 mL of 2-ethbxyethanol and 
heated to 110°C for 3 hours. The solution is cooled to, room temperature, 
5 filtered and the orange solids are washed with diethyl ether. This yields 0.07 
of pure compound as the hydrochloride salt. This material could be, 
recrystallized from methanol to afford yellpw fine needles, mp 280°C with, 
decomposition. 

1 HNMR(DMSO-d 6 ):5 10.2 (br s, 1H); 9.4 (br s, 1H); 8,56 (s, 1H);_8.3 (b rs , 
10 1H); 6.7 (s, 2H); 3.78 (s, 6H); 37 (s, 3H). 

MS (ES, positive mode): m/z calcd for C 19 H 16 N 6 0 3 : 376, found: 377 (M+H) + . 
Analysis for C l9 U 16 ^ 6 O 3 '0 J HC1-0.4 CH 3 OH 
Calcd: C:56.19; H:4.45; N:20.27 - 
Found: C:55.80; H:4.8; N:19.94. 

Example 25 . 
4J-DicMoro-6-nitro-3-quinolinecarbonitrile 

A mixture of 1.18 g (4.74 mmol) of 7-chloro-6-nitro-4-oxo-l,4 7 
20 dihydroquinoline-3-carbomtrile, 60 mL of 2M oxalyl chloride (in methylene 
chloride) and 25 drops of N,N-diimethylformamide is refluxed for 5.5 hours. 
After cooling, the mixture is concentrated to dryness and the residue is taken 
into ice water. The aqueous suspension is neutralized to pH 7 with an aqueous 
solution of saturated sodium carbonate. The solid is collected by filtration and 
25 washed with ice water, and then dried in vacuo, giving 1 .20 g of the product as 
a light brown solid. 
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Art analytical sample is obtained by column chromatography, eluting 
with a gradient of hexane/ethyl acetate (from 98:2 to 90:10) to afford a light 
yellow solid, mpl59-161°C. 

1 HNMR (DMSO-d^: 8 8.70 (s, 1H); 9.09 (s, 1H); 9.41 (s, 1H): 

MS (ES, negative ion mode): m/z calcd for C 1 ^ 3 C1 2 N30 2 : 268.1, found: (M- 

H)' 267.0. : 7 J 

Analysis for C 10 H 3 Cl2N 3 O2-0.2 AcOEt 

Calcd: C 45.40; H 1.62; N 14.70 [ 
Found: C 45.76; H 1.68; N 14 59. 

Example 26 

7-CMoro-4-(4-cMoro-5-meth()^ 

quin nl i ne carbonitrile 



15 To a stirred suspension of 0.9 g (3.3 mmol) of 4,7-dichloro-6-nitro-3- 
quinolinecarbonitrile and pyridine hydrochloride (0.381g, 3.3 mmol) in 2- 
ethoxyethanol (lOmL) under nitrogen, is add£d 0.634g (3.69 mmol) of 4- 
chloro-5-methoxy-2-methylaniline (WO 8501939 Al). The reaction is stirred 
at 120°C for 4 hours. The mixture is then cooled to room temperature and 

20 solid sodium bicarbonate is added until foaming subsided. Water is added to 
the reaction mixture (40 mL), which is subsequently extracted with 3x30 mL 
ethyl acetate. After combining the organic portions and drying with sodium 
sulfate, the solvents are removed in vacuo. The residue obtained is purified by 
flash chromatography, eluting with 99.5:0.5 methylene chloride/methanol. The 

25 solid obtained is recrystallized from hot ethyl acetate to afford 1.1 g of an 
orange crystalline solid, mp 217-219°C. 
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A HNMR(DM3p-(U: 5 10.27 (s,lH); 9.42 (s,lH); 8.68 (s, 1H); 8.23 (s, 1H); 

7.43 (s, 1H); 7.18 (sj 1H); 3:79. (s, 3H); 2. 13 (s, 3H). 

MS (ES, positive ion mode): m/z calcd for: C, 8 Hi 2 Cl^Oj 403.22, found: 

403.2 (M+H) + . 

5 Elemental analysis calculated for: C, 8 H i2 Cl 2 N4pj-l CHaGO^^ 
Calcd :C: 53.77; H: 4.07 ;N: 11.39 j- 
Found :C: 53.79; H: 4.46; N: 11.40 V. - 



Example 27?.? 
10 6 7-Diamino.4-(4- cMoro-5-methoxV^ 

To 1.1 g (2.7 mmol) of 7-cMoro^-(4-cWoro-5-methoxy-2-methylanilino)-6- 
ni1x9-3-qi^o^ f>; mL. of • anhydrous: dimethyl sulfoxide 

(DMSO) is added l,77g (27 mmol), of sodium azide under a flow of nitrogen. 

1 5 The . mixture is stirred- at 55?G for 3 hours. - The reaction is cooled to room 
temperature and poured onto 30g of crushed ice. : This mixture is stirred for 30 
minutes and the suspended solid collected by filtration. After drying, a 1 g 
portion of " - : : 7^azidq^(4-cUor6-5-methoxy-2-methylanUino)-6-nitro-3- 
quinolinecarbonitrile is obtained as a dark solid. The solid is dissolved in a 

20 1:1 mixture of efeanol/tetrah^drofuran (50mL) and to this is added 200 mg of 
10% palladium on carbon under^ a flow of nitrogen. After hydrogenation of 
the mixture for 1.5 hours using a Parr shaker at 40 psi, the crude product is 
filtered through diatomaceous earth and the filtrate evaporated in vacuo. The 
residue obtained is purified by flash chromatography, eluting with 85:15 

25 methylene chloride/methanoi to provide a 0.638 g of a brown solid, mp 232- 
235°C. 
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1 HNMRpMSO-d 6 ): 8 8.72 (s^H); 8:122 (s,lH); 7.31 (« 1H); 7.23 (s, 1H); 
6.90 (s, 1H); 6.83 (s, 1H); 5.76 (s, 2H); 5.20 (s, 2H);3.73 (s, 3H]f; 2 07 (s, 3H): 
MS (positive idii mode): m/z calcd for C 18 H,6C1N 5 0: 353.81, found: 354.2 

(M-H)~. 

5 Elemental analysis calculated for: C 18 H 16 ClN 5 O1.5H 2 0 ' 
Calcd: C: 56.76; H: 5.04; N: 17.36 r : r 

Found: C: 56.82; H: 5.04; N: 17.54. ' : - 

Example 28 

10 : 9-r4-Chloro-5-meth6xv-2^ 

carbonitrile 

A mixture of 0.1 20g (0.34 1101101) of 6,7^ammo^(4-c^ 
methylanilMo)0-quinolinec^^ and 5 0:408* g of fi 5 4-dioxane-2 5 3-dioi 

15 (3.4 mmol) in 5 mL of anhydrous methanol is stirred at robm temperature 
under, a flow, of nitrogen^for 2 hours. The reaction is concentrated in vacuo 
and the residue purified; by flash- chromatography eluting with 92:8 
CH 2 Cl 2 /MeOH. This yields 0.108 g of a yellow solid, mp 158-160°C. 

1 HNlS^pMs6-a 6 ): 5 10.34 (s,lH); 9.53 (s,lH^ ^11 (s, lH); 9^08 (s, 1H); 
20 8.64 (s; 1H); 8.61 (s, 1H); 7^6 (s, 2HJ; 7.26 (s, 2H); 182 (s, 3H);2.27 (s, 3H). 
MS (positive ion mode): m/z calcd for Q 0 H 14 C1N 5 6: 375.8, found: 376.2 (M- 

Analysis fpr C 20 H, 4 CIN J p-0.2 H 2 O'0.8 CH3OH 
Calcd; C: 61.67; H:4.38;N: 17.27 . 
25 Found: C:61.35; H:4.11; N: 16.88. 
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Example 29 ;: 1 

7"CMoro^r5-methoxv-2-methYlanilinoV6-nitro-3>quinolm 

A niixture of 0,9 : g (3.36 -mnibl); ^of ^ 4,7-dichloror6-nitro-3- 
5 quinolinec^rbonitrile,„0.55 g (4.0 mmol) of 5-methoxy-2-methylaniline, 0.46 g 
(4.0 mmol) of pyridine hydrochloride in 10.0 inL of 2-ethoxyethanol is heated 
at 115°C for 1 hbur^:cooled and poured into' 1 a satufated^sbliitiori of sodium 
bicarbonate. The ' • oil is extracted ' with methylene chloride, dried over 
anhydrous sodium sulfate and the solvent is evaporated to yield a foam: This is 

10 purified by silica get chromatography, 1 - : ~ ; eluting- " : wfth*' * * me&ylene' 
chloride/methanol (99.5:0.5) to yield 0.77 g ^of 7-chIoro^(5-inetfioxy-2- : 
methylanilmo)-6-mtro^-qum as & ! yellow solid>" ; mpi ? 1 80- 

182°C. - : ; . - v * : ^ v:£: C • \ \ PU'. ftVv ? < - • : 

'HNMR (DMSO-d 6 ): 8 10.25 (s* 1H); 9:43 (s IH%'*'&?(& 1H); 8.23 (s, lH); e 

15 7.24 (d, 1H, J=8.7 Hz); 6.92 (d, 2H*-J^ 7.5 Hz); 3,73 & 3H); 2.13 (s/3H)! " 
MS (ES^positive mode): m/z calcd foi: CjgHiaClN^: 368, foiihd: 369 : vr ' 
(M+H) + . 

Analysis for QgH^CD^Oa ; ^ ; ' !v 

Calcd: C:58.63;H:3.55;N:15.19 'v.;c»v - : r ; 

20 Found: C:58.55; H:3.56; N:15.06. 

-d;^.. Example 30 • ^ r - 

6.7-Diamino^-(5-methoxv-2-metbYla^ 

25 A mixture of 0.7 g (1.9 mmol) of 7-cUoro^-(5-methbxy-2-methylani^ 

nitro-3-quinolinecarbonitrile and 0.62 g (9.5 mmol) of sodium azide is heated 
at 60°C under nitrogen for 24 hoiirs. The mixture is cooled and poured onto 
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ice. The solid is collected by filtration, washed with water and dried to yield 
0.65 *g — of 
quinolinecarbonitrile as a yellow solid. 

A mixture; of 0.65 g (1.73-? mmbl -J of; 7-kzido-4-(5-mefli6xy-2- 
5 m^thylaiiilino)^6-nitror3-qidnolinecar and 0.12 g of 10% palladium on 

carbon in a 1:1 mixture of ethanbl/tetrahydrofiiran is shaken oil PaiT apparatus - 
with hydrogen gas at 40 psi for 2 hours. ' The mixtureiis filtered throujgh a pad 
of diatomaceous earth, washed with methanol and ^ teti^ydrofuraii, then dried:i 
to provide a ;> dark> solid v.^e- crade . product is pimfied by silica gel ?s 

10 chromatography, utilizing a gradient of methylene chloride/melhanol (95:5 to 
88:12) to yield 0.4 n g , of 6 5 7-dian^Or4r(5,^ 
quino^ecarbpnitrile as a dark solid, mp 245f G (dec)r. y "> r u^y> -'r ; r r 
'HNMR (DMSO-d 6 ): S 8.56 (s, 1H); 8.12 (s 1H); 7.22 (s, 1H); 7.13 (d, 1H^ 
J=8.5 Hz); 6.91 (s, ; 1H); 6. : 70(d,d, 1H^ J=2.6 Hz, 8.4 Hz)- 6.55(d;- IB, J= 2:6- i 

15 Hz);5.74(s,2H); ^.18 (s, 2H); 3.67 (s, 3 H); 2.08 (s, 3H). r > F ' 
MS (Expositive mode); m^ :/t 
Analysis for C 18 H 17 N s O 

Calcd: C:65.83; H:5.53;N:21.33 7 n - ~\ ^; / r 

Found: C:65.71;H:5.32;N:21. 32. . • ^ r , • > 



Example 31 

8-(5-Methoxv-2-methvlanUinoV2-{ \2-( 4-morpholinyl)ethYl1 a mino>imidazo 
. r 4 -5"^1 qni"^h"n e-7-carbonitrile : , CA > " ^ 

25 A mixture of 0. 1 g (0.3 mmol) of 6,7-diamino-4-(5-mefoo^^ 

3-qinnplinecarbonitrile and 0.11 g (0.62. mmol) of 2-(4- t 
morpholino)ethylisothiocyanate in 0.3 mL of dioxane is heated at 100°C for 2 



r 
r 
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hours under nitrogen. The mixture is cooled and solvent is evaporated to 
dryness to yield an oil consisting of N- [7-amino-3-cyano-4-(5-methoxy-2- 
methylanHino)-6-q^ohn^ and N-[6- 

airrino-3-cymo^-^ 

5 morpholinyl)e&y^l]thiourea.. The oil is dissolved in 3.0 mL of ethaaoL To this 
is added 0.3 g; of mercuric oxide and 20 mg of sulphur powder and the 
resulting mixture is heated at reflux temperature for 2 hours. .The product 
mixture is filtered hot through diatomaceous earth, washed with methanol and; 
solvent is evaporated to yield an oil. The oil is purified by silica gel 
10 chromatography, utilizing a gradient of methylene chloride/methanol (95:5 to 
85:15) to yield 0.062 g of 8-(5-methoxy-2-met^ 
mdipholinyl)ethyl]ammo}i^ as a pink 

solid, mp 148-150°G (shrinks at 140°C). 

'HNMR (DMSO-d5+ trifluoroacetic acid): 5 9.17 (s, 1H); 8.72 (s 1H); 8.04 (s, 
15 1H); 7.34 (d, 1H, J=8.37 Hz); 7.11-7.05 (m,2H); 4T02-3.91(m, 2H); 3.91- 3.81 
(m, 2 H); 3.80 (s, 3H); 3.76-3.71 (m, 1H); 3.57-3.53 (m, 2H); 3.44-3.33 (m, 
4H); 3.21-3.19 (m, 1H); 2.21 (s, 3H). 

MS (ES, positive mode):m/z calcd for C^^O^. 457, found: 458 (M+H) + . 
Analysis for C^H 27 N 7 6 2 -2 H 2 0 * ; ' ; ; " ' ' "' " J: 

20 Calcd: C:60.83; H.6.33; N: 1 9^87 
Found: C:60.56; H:6.10; N:19.70. 

Example 32 

7-CHoro-6-mtio-4-G.4.5-trime&^ 
25 ' •' • •' ' • ' ' ' *" ' • 

A mixture of 500 mg (1.86 mmol) of 4,7-dichloro-6-nitro-3- 
quinolinecarbohitrile, 342.0 mg (1*86 mmol) of 3A5-trimeth6xyaniline and 
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215.5 mg (1.86 mmol) of pyridine hydrochloride in 25 mL of 2-ethoxyethanol 
is heated at 100-110 o C for L5 hours. After cooling, the mixture is diluted with 
water and neutralized with ah aqueous solution of saturated sodhim carbonate. 
The solid is collected by filtration and is washed witH water. After dfyihg in 
5 vacuo, this yields 621 .6 mg (80^5%) of the product as a deep yellow solidl 

Ah analytical sample is obtained by column chromatography, elutihg 
with 5:95 methanol/methylene chloride. An orange solid is obtamed, mp 215- 

2i7°c: ' • * ;n ' v ' ' v - : ' " ■ ' ' : ' r ' Vt ' : "' : ' 

! HNIV^ 3H); 3.77 (s, 6H); 6.73 (s, 2H); X.25 (s, 1H); * 

10 8.73 (s,lH); 9.38 (s, 1^; 10^37 (l?s, 1H). '* ~ V 1- , J 

MS (ES, positive ion mpde): : m/z calcd for Ci<£i 5 ClN 4 0 5 : 414.1, found: .4.1 5.2. 

(M+H) + . . v , , 

Analysis for C 19 H 15 piN 4 0 5 

Calcd: C 55.02; H 3.64; N 13.51 
15 Found: C 54.86; H 3.65; N 13.43. 

, , . Example 33. . , ^ 

2-ir2-(4-Moroholinvne1hvl1ai^^^ 

glquinoUne-7-carbonitrile . 

> - • • v . . ■ .. . 1 

20 

A mixture of 506.1 mg (1.2 mmol) of 7-chloro-6-nitro-4-(3,4,5- 
trimethoxyaiiilino)-3-quinoIinecarbqnitrile and 390.0 mg (6.0 mmol) of 
sodium azide in 10.0 mL of DMSO is heated at 40-50°C for 5 hours, and then 
at room temperature for 15 hours. The mixture is poured into ice water and 
25 extracted with ethyl acetate. The organic phase is washed with brine and dried 
over sodium sulfate. Removal of the solvent yields 493.4 mg (97.7%) of 7- , 
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azido-6-nitro-4-(3,4,5-trimethoxyanilm^ as a yellow 

solid which is used in the next reaction without further purification. 

MS (ES, positive ion mode): m/z calcd for C 19 H 15 N 7 0 5 : 421.11, found: 
422.4 (M+H)\ 

5 A solution of 493.4 . mg (1.17 mmol) of 7-azido-6-nitro-4-(3,4,5- 

trimethoxyaiiilino)-3^uinolinecarbonitrile in 15 mL of THF and 5 mL of 
ethahol is hydrogehated at 30 psi for 1 hour in the presence of 100.0 mg of 
10% paUadium-on-carbon>TO catalyst is removed by filtration and the 
solvent removed in vacuo to give 422.1 nig (98.8%) of 6,7-diamino~4-(3,4,5- 
10 trimethoxy anilino)-3 -quinolinecarbonitrile as a deep yellow solid which is 
used directly in the next step. : ? ^ ; v « 

MS (ES, positive ion mode): m/z calcd for C 19 H 19 N 5 0 3 : 365. 16, found: 366.3 ' 

(M+H) + . . I : ■ ■* . M, * * ^ * " ' - 

A mixture of 0.15 \ g (0.41 mmol) of 6,7-diamino-4-(3,4,5- 
15 trimefooxyaoilino)-3-qu^ and 0.14 g (0.82 mmol) of 2-(4- 

moipholino)e&ylisolWocyanate. in 0 ? 4. mL of tefrahydrofiiran is heated at 
100°G for 1.5 hours under nitrogen. : The mixture is cooled and purified by 
silica gel chromatography ~. utilizing > a gradient of , methylene 
chloride/methanol(97:3 to v 85:15) to yield 0.038 g ; of 2-{[2-(4- 
20 morpholinyl)ethyl]ai^o}-8^ 

g]quinoline T 7-carbonitrile as a yellow solid, mp 175-178°C (shrinks at 165°C). 
] HNMR (DMSO-d 6 + Irifluoroacetic acid): 5 9.17 (s, 1H); 8.63 (s 1H);7.98 (s, 
1H); 6.89 (s, 2H); 3.96-3.94(m, 2H); 3.89-3.82 (m, 2H); 3.80 (s, 6H); 3.69 (s, 
3H); 3.62 (m, 2 H); 3.60 (m, 3H); 3.58-3.41 (m, 2H); 3.32-3.30 (m, 1H). 
25 MS (ES, positive mode):m/z calcd for (^ 6 H 29 N 7 0 4 : 503, found: 504 (M+H) + . 
Analysis for C^ 6 H 29 N 7 Q 4 -2.6 CH 3 OH 
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Calcd: C:58.52; U:6.76; N:16.71 
Found: O.58.40; H:6.03;N: 16.35. 

Example 34 

5 2-Amino-8-f4-phenoxvanilino)imidaTO^ 

To a stirred mixture of 0.5 g (l.Smmol); of 6,7-chamino-4rOxo-l-{[2- 
(trimethylsUyl)e&p^]methyl}-l,^ in 10 mL 

of anhydrous methanol is addend Q:174g (1.65. mmol) of cyanogen bromide at 

10 0°C. The ice bath is then removed and the reaction stirred at room temperature 
under a flow of nitrogen. The reaction is placed in an oil bath arid heated to 
70°C. After two hours at that temperature* the oil bath is removed arid another 
0.1 74g (1.65 mmol) of cyanogen bromide is added. The reaction is then 
stirred at 70°C for 15 hours. At that point, TLG analysis showed that no 

15 starting material remained." The reaction is cooled down to room temperature 
and brought to pH 10 with aqueous ammonium hydroxide. * After evaporation 
of the mixture in vacuo, the resulting residue is suspended in methanol. The 
resulting precipitate is collected by filtration* and dried in a vacuum oven at 
50°C to yield 0.5 g of 2-amino-8-oxo-5-^^^ 

20 5,8-dihydroimidazx>[4,5-g]q^ as an off-white solid. 

To this solid (0'.5g, 1.4 mmole) in a round bottom flask is added 5 mL 
of formic acid and 0.57g (8.4 mrhole) of imidazole. This mixture is stirred at 
reflux teriaperature for 2 hours. The reaction is then reduced in vacuo and then 
neutralized with aiqueous ammonium hydroxide. The resulting solid is 

25 collected by filtration, washed with water and dried in a vacuum oven at 50°C 
to yield 0.3 g of 2-amino-8-oxo-5,8-dihydroimidazo[4,5-g]quinoline-7- 
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carbonitrile as a yellow solid. To the above splid is added 10 mL of 2M oxalyl 
chloride (in methylene chloride) and 1 mL of DMF. The reaction mixture is 
stirred at reflux until the disappearance of starting material is. observed by thin' 
layer chromatography. The reaction is cooled to room temperature, 
5 concentrated in ... vacuo and neutralized with cold aqueous IN 1 NaOH. A 
precipitate formed, which is collected by filtration, washed with water and 
dried in a. vacuum oven at 50°C to yield 0.35g of' 2-amino-8- *' 
cMproimidaM[4,5-g]quinoline-7^arb6nitriIe as a yellow solid; 

To a stirred mixture 0. 1 50g (O.Smmol) 7 of ^ 2-amino-8- 5 

10 cUoroimidazo[4,5-g]quinoline-7-c^bordtril^ in 5 mL of ethoxyethanol and ? 
0.063 mg (0:55 mmol) pyridine hydrochloride, is added 0:i02g (0.55 mmol) of * 
4-phenoxyaniline under a positive flow of nitrogen. The reaction is heated to 
120°C and stirring is continued for 2 hours: Upon cooling, a solid precipitated 
out of solution. The solid is collected by filtration, washed with ethanol, then 

15 stirred with a solution of saturated solution sodium bicarbonate for 30 minutes. 
The resulting solid is filtered, washed with water and dried in a vacuum oven 
at 50°C to yield 0.128 mg of a yellow solid, mp > 300°C: 

1 HNMR(DMSO-d 6 ): 5 9.18 (s, 1H); 8.66 (s, 1H); 7.96 (s, lH); 7.54 (d, 2H, 
J=8.79 Hz); 7.42 (t, 2H, J= 8.43), 7.21 (m, 3H), 7.11 (d, 2 H, J= 7.71). 
20 MS (positive ion mode): m/z calcd for C^H^O: 392.419, found: 393.33 (M- 

H) + . 

Analysis for CaH^O -1.7 H ? 0-1 HC1 
Calcd: C:60.08; H:4.48;N: 17.25 
Found: C:60.15; H:4.67;N:17.46. 

25 

Example 35 
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8-Oxo-5«8 ^ihYdro iimdaTOr4^ 

A mixture of 4.4 1 g (13 36 mmol) of 6,7^diamino^4-oxb- l-(2-trimethyIsnanyI- 
ethoxymethyl)-l,4-dihydroquinofo^ 4.41 g (56.54 mmol) 

5 of imidazole in 50 mL of formic acid is heated at reflux tempferatiire for 6 
hours, then cooled to room temperature. The solvent is evaporated fo dryness 
to yield a residue which is suspended in water, neutralized to pH 7 with- ' 
ammonium hydroxide and stined for 0.5 hours. The solid is collected by ? 
filtration, washed with water and dried under vacuum to yield 2.8 g of an 

10 orange-brown solid. A portion (0.1 7g) of the sample is purified by silica gel 
chromatography utilizing a: gradient of methylene chloride/methanol(93:7 to 
80:20) to, yield 0.1 L g of ^8-Oxo-5,8-dihydroimid^ 
carbonitrile as an orange solid, mp >300°C. r . > " 

'HNMR 05MSO-d 6 ): 5 12.80 (s, 1H); 12.78 (s, 1H); 8.76 (d, 1H, JN6.5 Hz); : , 

15 8.55 (s,lH); 8.34 (s,lH); 7.88 (s, 11^. r ? , , t : 

MS (ES, positive mode): m/z calcd for C u H 6 N 4 0: 210, found: 21 1 (M+H) + . 
Analysis for C n H 6 N 4 O-1.0H 2 O 
Calcd: C:57.89;H:3.53;N:24.55 
Found: C:57:68; H:3.60; N:24.l5. 

20 

Example 36 

8-Ch1ornim Mazof4.5-g1quinolirie-7"Carbonitri^ 

25 To a suspension of 2.65g (12.61 mmol) of 8-oxo-5,8-dihydroimidazo[4,5- 
g]quinoline-7-carbonitrile in 60.0 mL of 2.0 M solution of oxalyl chloride in 
methylene chloride is added 4 drops of N,N-dimethylformamide and resulting 
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mixture is heated : at reflux temperature for 0.5 hours. While refluxing, 
additional 0.3 mL portions of N,N-dimethylfonnamide are added every hour 
until the reaction is cqmplete (5; hours). After cooling the reaction mixture, the r 
solvent is evaporated to yield a residue which is placed in an ice bath, and 
5 cautiously neutralized with a solution of saturated sodium bicarbonate to pH 7; 
This is; further stirred with cabling for 0.5; hoiirs. The solid is collected by 
filtration, washed with water and dried to yield 2.9 g of a brown solid. The 
solid is purified by silica gel chromatography utilizing a gradient of methylene 
chloride/methanol (93:7 to 80:20) to yield 1.32 g of 8-chloroimidazo[4,5- 

10 g]quinoline-7-carbonitrile as a pink solid, mp >300°C. 

1 HNMR (DMSOdg): 8 9.79 (s, 1H); 8.89 (s, 1H); 8.56 (s, 1H); 8.15 (s, 1H). 
MS (ES, positive mode): m/z calcd for C n H 5 ClN 4 : 228, found: 229 (M+H) + . 
Analysis for C n H 5 ClN 4 -0.27 H 2 0 
Calcd: C:56.58; H:2.39; N:23.99 

15 Found: C:56.95; H:2.64; N:23.59. 

Example 37 

8-r3-Bromo-phenvlaminoMmidazof4.5-glqviinoline"7-carboiutrile 

20 A mixture of 0.2 g (0.87 mmol) of 8-cWoroimidazo[4,5-g]quinoline-7- 
carbonitrile, 0.12 mL (1.1 mmol) of 3-bromoaniline, and 0.1 g (0.87 mmol) 
of pyridine hydrochloride in 5.0 mL of 2-ethoxyethanol is heated at reflux 
temperature for 45 minutes, then cooled to room temperature. The product 
mixture is poured into a saturated solution of sodium bicarbonate and stirred 

25~ for 0.5 hour. The solid is collected by filtration, washed with water and dried. 
The solid is purified by silica gel chromatography, utilizing a gradient of 
methylene chloride/methanol(98:2 to 93:7) to yield 0.20 g of 8-(3-bromo- 
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phenylamino)imidiazo[4,5-g]qxxinoline-7-carbordtrile as pink solid, mp 286- 
288?C-. -. ■. • ■ "„ • ' ' . 

'HNMR (DMSO-d fi + trifluoroaceticacid): 5 13.2 (bs, ; 2H); 9.31 (s, 1H);9.29 
(s, 1H); 9;19 (s, 1H); 8.35' (s, 1H); 7.83 (t,lH, J=1.77 Hz); 7.69 (dt, 1H, J= 
5 7.68, 1.60 Hz); 7.56 (m,2H). •.•••-'.>-,-, • ' 

MS (ESi positive mode): m/z calcd for C I7 H 10 BrN s : 364;, found: 365 (M+H) + . 
Analysis for C I7 HioBrNs- 1.2 H 2 0 , : ; :. 

Calcd: : C:52.'92;H:3.24;N':18.15 " " iU 

Found: e:52.85;H:3.23;N: 17.92.' S C. •; , 



WO 01/47892 



190 



PCT/US00/35616 



r Example 38 v 

8-fe-Bromo^-cMorophenvlaminoMm^ 

A mixture , of 0.25 g (1;10 mmol) of 8fcUoroimid^o[4i5Tg]quinoline^7- 
5 carbonitrile, 0.27 g (1.3 mmol) of 2rbromo^cMdfoaiiiline, and 0.13 g (1.12 
mnu)l) of pyridine hydrochloride in . 7.0 mL of 2rethoxyethatibl is heated at 
reflux temperature for 1 hour, ; cooled to, room; temperature;: poured into a 
saturated solution of sodium bicarbonate and stirred for 0.5 hour. The' solid is 
collected by fUtration^ washed with water and dried; The solid is' purified by 

10 silica gel chromatography , utilizing a gradient :S\ of I i methylene^ 
cMoride/methanol(97:3, to -90:10) to yield .0.10 g o£ 8-(2-bromo-4-chlbro- 
phenylamino)imidaz»[4,5-g]quinoline-7-carbonitrile as an yellow soUd, >mp 
244-246°C (shrinks at 200°C). u ' ; : \ ■> ; ;;:^ :i t^;. : v£ -i--v 

l HNMR (DMSO-d*+ trifluoroacetic acid): 8 9.46 (?,rlB^; 9.30 (s, 1H); 9:27 (s,, 

15 1H); 8.40 (s, 1H); 8.06 (d, 1H, J= 2.2 Hz); 7.77 (d, 1H, J= 8.5 Hz); 7.69 (dd, 
1H, J=2.2, 8.5 Hz). 

MS (ES, positive mode): m/z calcd for C 1? ]^BrCIN 5 : 399, found: 400 (M+H) + . 
Analysis forCnHpBrC^- 1 .0 H 2 Q $ v rJ U-^ -J;,- r.V- - ^ £ > 
Calcd: C.49.00; H:2.66;N: 16.81 
20 Found: C:48.96; H:2.65;N:16.13; :. ; i, 

Id: Example 39;;- ... • c- ; \vi 

8 r QzBromo r 4 = cMoro r 5 = me&^ 

; •••>'.-» carbonitrile ' ^ lC^ ■: , ; * - . : ~ 

25 ; .. - - • - ' .. - " . - : - x-. : .:. ' ■ : > 

A mixture of 0.12 g (0.52. mmol)- of 8-chloroiinidazo[4 5 5-g]quinolirie--7- 
carbonitrile, 0.2 g . (0.63 mmol) of 2-brom6 1 4-chloro-5-methoxyaniline 
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hydrobromide and 0.06 g (0.52 mmol) of pyridine hydrochloride in 5.0 mL of 
2-ethoxyethanol is heated at reflux temperature for 1 hour; cooled : to; room 
temperature, poured into a saturated solution of sodium bicarbonate and stirred 
for 0.5 hour. The solid is collected by filtration, washed with water and dried. 
5 The solid.is purified by silica gel chromatography utilizing a gradient of 
methylene chl6ride/methanol(97:3 to 90:10) to yield 0.1 g ! of 8-(2-bromo-4- 
cmoro-5-memoxy-phenylanimo)inndazo[4;5-g]qumblme^ as* a 

yellow solid, mp 25TC (dec). ; . fc . ;:r v :<,H > it 

'HNMK (DMSOrd 6 + trifluoroacetic acid> 8 9.40 (s; 1H); 9.28 (<£ 2H, J=5:3 
10 Hz) ; 8.39(s, 1H); 8.0 (s, 1H); 7.60 (s, 1H ); 3.9 (s- 3H)V - »~ ! ? 

MS (ES, positive mode): m/z 'calcd for C, 8 H n BrClN 5 0: 429; found: ^O - 5 ' 

(M+H) + .r .V-//., ■ >• ,..r^vt ;/ '. ' ... ;•. > v \ v. - ' -« • - , 

Analysis for C, 8 H n BrClN 5 O-0.4 H 2 0 • : - 

Calcd: C:49.60; H:2.73; Nil 6.07 ; ^ : ^ ; f f 

15 Found: C:49.59; H:2.93; N: :15;73/ T v ^ ^ - : r 



■ ; - r '*" : ' Example 40 




8-(2-CMoro-5-methoxv-p henYlflmino^mida^^ 

20 A mixture of 0.2 g (0.87 mmol) of 8-cMoroimidazo[4,5-g]quinonne-7- 
carbonitrile, 0.22 g (1.04 mmol) of 2-cUoro-5-methoxyaniline hydrochloride 
and 0.1 g (0.87 mmol) of pyridine: hydrochloride in 5.0 mL of 2- 
ethoxyethanol ; is; heated, at reflux temperaturefor: 1 homv cooled- to room 
temperature, poured into a saturated solution of sodium bicarbonate and stirred 

25 for 0.5 hour. The solid is collected by filtration, washed with water and dried. 
The solid is purified by. silica*' gel ^chromatography u tilising a gradient of 
methylene, chloride/methanol(97:3. to 90:10) to yield 0.19 g of 8-(2-chloro-5- 
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10 



methoxy-phenylamino)imidazo[4,5-g]quinoline-7-carbonitrile as beige solioV 
mp 296-298°C. 

'HNMR (DMSO-d 6 + trifluoroacetic acid): 8. 9.42 (s, 1H); 9.29 (d, 2H, J= 5.5 
Hz); 8.40 (s, 1H);7.(51 (d, lH.-J^ 8.9 Hz); 7.37 (d, 1H, J= 3.0 Hz); 7.19 (dd, 
1H, J= 3.0, 3.0 Hz); 3.84 (s, 3H). 

MS (ES, positive mode): m/z calcd for .C 18 H, 2 ClN 5 0: 349, found: 350 (M+H) + . 
Analysis for C 18 H, 2 CIN 5 0- 1 .5 H 2 0 r , »•? 

Calcd:, C:57.37;H:4.01;N:18:59 . * - ... ',. - • 

Found: C:57.31;H.:3,86; N:18 r 21. u , 

. • r- i Example 41. =: . r.' '=.... 

8-f3-Hvdroxyr4-metbvlphenv1aminn)imidazof4.5-g1q\iinolme-7-carbonitrU •„•' 

A mixture of , 0.15 g? (0.66 mmol). of 8^MoroimidaTO[4,5-g]quinoline-7- . 

1 5 carbonitrile, 0. 1 g (0.78 mmol) of 5-amino-<>cresol and 0.075 g (0.66 mmol) 
of pyridine hydrochloride in 5.0 mL of 27ethoxyethanol is. heated at reflux 
temperature for 1 hour, cooled to room. temperature, poured into f a saturated 
solution of sodium bicarbonate and stirred for 0.5 hour. The solid is collected 
by filtration, washed with water, diethyl ether, methylene chloride, 

20 tetrahydrofuran and dried in vacuo to yield 0. 1 7 g of 8-(3-hydroxy-4-methyl- 
phenylammo)imidazo[4,5-g]qmnoline-7-carbonitrile as white solid, mp 257- 
260*C (dec). ' ' ; 

'HNMR (01^80-4+ trifluoroacetic acid): 5 9.38 (s'i 1H); 9.23 i (d, 2H, J= 3.3 
Hz); 833 (s, 1H); 7.22 (d? 1H; J= 8.0 Hz); 6.89 (m, 2H); 3.18 (s, 3H). 
25 MS (ES, positive mode): m/z calcd for C 18 H I3 N 5 b: 315, found: 316 (M+H) + . 
Analysis for C, 8 H I3 N 5 O-0.5 H 2 0 
Calcd: C:66.65;H:4.35;N:21. 59 
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Found: C:66.75;H:4.45;N:21.56. 

Example 42 ; 
8-f3 AS^Trimethbxyanilm^ 

5 . -A • ' :• ' ; - 

A 422.1 mg (1.16 mmol) portion of 6,7^amin6^-(3,4,5-trimetho^ 
3-quinolinecarbonitrile (intermediate from Example 33) ; is heated at reflux 
temperature in 2 mL of diethoxymethyl acetate at 120°C for 2 Hours. After" 
cooling, the solution is diluted with water and extracted with ethyl acetate. This' 

10 separated organic phase is washed with brine and dried over sodium sulfate. 
After filtration and removal of the solvent, the residue is flash 
chromatographed .(elution with 93:7 methylene cWoride/methianol) ^ to- give 
169.9 mg (36.3%) of 7-cyanoimidazo[4,5-g]qum 
trimethoxyphenyl)form^ a deep beige solid, inp 156°C (dec). : 

15 1 HNMR (DMSO-d,): 5 3.65 (s, 3H); 3.7i (s, 6H); 6J3 (s, 2H); 8.27 (bs, 1H); " 
8.41 (bs; 1H); 8.75 (s, 1H); 9.12 (s^ 1H); 9.23 (s, 1H); 13.10 (bsl'lH): 
MS (ES, positive ion mode): m/z calcd for '<^iHi 7 N 5 0 4 : 403.4, found: 404.2 
(M+H) ; . 

HRMS m/z calcd 403.1281 ' for C^H^^ 

20 

A suspension of 138.6 mg (0.34 mmol) of 7-cyanoimidazo[4,5- 
g]quinolii*-8-yl(3A^ and 229.1 mg (1.66.mmol) . 

of potassium carbonate in TO mL of methanol is refluxed for 2 hours. After 
cooling, ? the solution is diluted with water and neutralized to pH 7 with AcOH. . 
25 The precipitate is collected by filtration and washed with water, diethyl ether 
and ethyl acetate. After drying in vacuo, this yields a crude product, 
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Purification of the crude product by flash chromatography (elution with 95:5 
methylene chloride/methanol) yields 87.3 mg (68.5%) of the final product as a 
yellow solid, mp>260°C. 

l HNMR (DMSO-d* + trifluoroacetic acid): 8 3.73 (s, 3H); 3.81 (s, 6H); 6.90 (s, 
5 2H); 8.20 (s, 1H); 8.85 (s, 1H); 9.13 (s, 1H); 9.15 (s, 1H); 11.40 (bs, 1H). 
MS (ES, positive ion mode): m/z calcd for C 20 H 17 N5O 3 : 375.4^ found: 376.3 
(M+H) + . 

Analysis for C2 0 H 17 N 5 O 3 -0.9H 2 O 
Calcd: C 61.34; H4;84; N 17.88 1 ^ ' - 

10 Found: C 61.03; H 4.82; N 17.76. 

•. "'....-v. Example 43 

7-CMoro-i6-nitro^f4"phehoxvanilino 

15 A mixture of 722. 7f mg (2.70 mmol) of 4,7Hiichloro-6-nitrb-3- 
quinolinecarbonitrile, 100.1 mg (2.70 mmol) of 4-phenbxyanilirie and 312.1 
mg (2.70 mmol) of pyridine hydrochloride in 30 mL of 2-ethoxyethanol is 
heated at 110-120°C for 3 hours. After cooling, the mixture is diluted with 
water, neutralized with an aqueous solution of saturated sodium carbonate, and 

20 extracted with ethyl acetate. The separated organic layer is washed with brine 
and dried over sodium sulfate: Removal of the solvent yields a solid residue 
which is purified by flash chromatography (elution with 99:1 methylene 
chloride/methanol), giving 831.0 mg (73.9%) of the product as a deep yellow 
solid, mp 220-222°C. 

25 1 HNMR (DMSO-ds): 5 7.14 (m, 5H); 7.40 (m, 4H); 8.24 (s, 1H); 8.71 (s, 1H); 
9.38 
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(s, 1H); 10.42 (bs, 1H).: 
MS (ES, positive ion mode): in/z calcd for G 2 2H 13 C1N 4 03: 416.8, found: 417.2 
(M+H) + . 

Analysis for C^^CIN^ ^ " 

5 Calcd: C 63.39; H ll4; N 13.44 : * ' 
Found: C 63.12; H 3.19; N 13.22. 4 

Example 44 

8-(4-Phenoxvanilino^imidazor4,5-glqiiinoline-7-carbonitrile 

Following the procedure of 7-azido-6-nitro-4-(3 ,4 ? 5-trimethoxyanilino)-3 - 
quinolinecarbonitrile (intermediate from Example 33), 728.4 mg (1.75 mmol) 
of 7-cMoro76-mtro^-(4-phenox in 12 mL of 

DMSO is reacted with 568.1 mg (8.74 mmol) of sodium azide to yield 736.0 
15 mg (99.5%) of 7-azido-6-nifro^-(4-p^ 

MS (ES; positive ion mode): m/z calcd for C22H 13 N 7 03: 423.1, found: 424.0 
(M+H) + . 

■ • < .... * • - • *-. ,-■ : ' " ■■ • 

Following , the procedure of^ 6,7-diai^o-4-(3,4,5-t^ 

20 quinolinecarbonitrile (intermediate from Example 33), hydrogenation of a 
suspension of 736.0 mg (1.74 mmol) of 7-azido-6-nitro-4-(4-phenoxyanUino)- 
3-quinolinecarbonitrile and 147.2 mg of 10% palladium-on-carbon in 21 mL 
of THE and 6 mL of ethanol yields 765.1 mg of crude 6,7-diamino-4-(4- 
phenoxyanilino)-3-quinolinecarbonitrile. 

25 MS (ES, positive ion mode): m/z calcd for CyH 17 N 5 0: 367.1, found: 368.3 
(M+H) + . 
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Following the procedure of 7-cyanoimida^[4 s 5-g]quinolin-8-yl(3,4,5- 
trimethoxyphenyl)formamide (intennediate from Example 42), treatment of 
765.1 mg (2.08 mmol) of the crude 6,7-dianmo-4-(4-phenoxyanilino)-3- 
quinolinecarbonitrile with diethoxymethyl acetate at 120°C for 3 hours, 
5 followed by the same work up yields a dark oil, residue which is flash 
chromatographed (elution with a gradient of 99:1 to t 82:18 methylene „ 
chloride/methanol), yielding 263.8 mg (3 1.3%),. of 7" c y an °i m i4 a ^ 0 t 4 ^" 
g]q\iinolin-8-yl(4-phenoxyphenyl)formamide as a beige solid, mp 266°C 
(dec). 

10 1 HNMR (DMSO-d*): 5 7.08 (m, 5H); 7.39 (m, 4H); 8.36 (bs, 2H); 8.74 (s, 
lH);9.12(s, lip; 9.24 (s,lH);; - - ^ ; 

MS (ES, positive ion mode): m/z calcd for C^H^N^C^: 405.4, found: 406.2 
(M+H) + . 

Analysis for C 2 4H 15 N 5 O2-0.3H 2 O 
15 Calcd: C 70.16; H 3.83; N i7.05 - 

Found: C 70.23; H 3.81; N 17.23. ! 

A suspension of 211.8 mg (0.52 mmol) of 7-cyano-3H-imidazo[4,5- 
g]quinolin-8-yl(4-phenoxyphenyl)forinaim and 288.9 mg 1 (2.09 mmol) of 
potassium carbonate in 15 mL of methanol is refliixed for 2.5 hours. The 

20 solution is concentrated and the residue is diluted with water followed by 
neutralization to pH 7-8 with acetic acid. The precipitate is Collected by 
filtration and washed with water arid dried in vacuo , giving a deep yellow 
solid. The solid is purified by flash chromatography (elution with a gradient of 
98:2 to 90:10 methylene chloride/methanol) yields 137.4 mg (70.0%) of the 

25 final product as a yellow solid, mp >270°C; 
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l HNMR(DMSO-d 6 ): 8 7.11 (rn, 5H); 7.39 (m, 4H); 8.05 (bs, 1H); SA7 (s, 1H); 
8.60 (bs; 1H); 8.89 (bs; 2Hj; 9.85 (bs, 1H). 

MS (ES, positive ion mode): m/z calcd for C^H^Njb: 377.4, found: 378.2 
(M+H)\ r ' ' v ~'"' 

Analysis for C^HjsNsO-O^HiO 
Calcd: C 70.18; H 4.30; N 17/79 
Found: C 70.11; H 4.11; N 17.79. 



10 Example 45 

N47-Amin o-3-cvano^-r3A5-ti^ 

c- chloroacetamide * - * 
and 

Example 46 v ,.-- . 

15 N-r6-Amino-3-cvano-4-f3 A5-t^ 

chloroacetamide : y c - . ^ 

To an ice-cooled mixture of 0.12 g (0.33 mmol) ? of 6,7-diaminor4-(3,4,5- 
trimethoxyanilino)-3-quinolmecarb and 0.5 mL of N,N-diethylaiiiline 

20 in 3.0 mL of tetrahydroftiran is added dropwise 0.052 mL (0.66 mmol) of 
chloroacetyl chloride, which is further stirred for 15 minutes at p°C The 
mixture is diluted with water and stirred for 20 minutes, while warming to 
room temperature. The solid is collected by filtration and dried. Purification 
by silica gel chromatography, utilizing a, . gradient of methylene 

25 chloride/methanol(97:3 to 90:10), yields 0.1 1 g of a yellow solid consisting of 
a 1:1 mixture of N-[7-amino-3-cyano-4-(3,4,5-1ximethoxyanilino)-6- 
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quinolinyl]-2-chloroacetamide and N-[6-amino-3-cyan6-4-(3,4,5- 

trimethoxyanimio)-7-qumolmyl]-2-cMoro^ 

'HNMR (DMSO-ds): 5 9.69 (s, 0.5H); 9.42 (s, 0.5H); 8.36 (s, 0.5H); 8.23 (s, 
0.5H); 7.04 (s, 1H); 6.53 (s, 2 H); 6.01 (s, 2H);A34 (s, 2H); 3.74 (s, 6H); 3.65 
5 (S, 3H). , -_<-.- N-.-e.-^:-. '.' ' -- . : :.^' J : -r\ " " 

MS (ES, positive mode): m/z calcd forX^HjoCINsCv 441, found: 442 
(M+H) + . 

Analysis for C^iH 20 ClN 5 Cy 1.3 H 2 0 i "• !) 

Calcd: G:54.21;H:4.90;N: 15.05? • : 

10 Found: C.54.23; H:4.96; N: 14.94. ' - 

ivp'.' * vrc^r. p.: ^6.t r Example 47 -■■ -V r v;- " - 
2-(CM6ix«netiivlV8-(3A5 

■'. >: :• -' y uJ^rv. el »'".<:;-'t carbdriitrile 7 I J - r '- r - 1 ' 

25 - \ r.v.;rz:'d- ■'•.<• '■■"'«'<*: ■.--•"*'• •. i-i.-^ i (Cu ' : 

A of 0.11 g (0.25 mmdl) f sample of product from" Example 46 in 3.0 mL of 
glacial acetic acid is heated at 100 G for 15 imriutes, then cdbled to room 
temperature. 7 Following evaporation of the solvent in vacuo, 'the residue is 
suspended in Water and neutralized with solid sodium Wbohate: The solid is 1 
20 collected by filtration, washed with water and dried to yield 0.1 g of 2- 1 
(cMoromethyl)-8-(3,4,5^^ 

carbonitrile as a yellow solid. ? ^ 

! HNMR (DMSO-d 6 + trifluoroacetic acid): 8 9.20 (s, 1H); 9.13 (s, 1H); 8.20 (s 9 
1H); 6.93 (s, 2 H); 5.12 (d, 2H, J=4.2 Hz); 3.83 (s, 6H); 3.76 (s, 3H). • 
25 MS (ES, positive mode): m/z calcd for C 21 H 18 C1N 5 0 3 : 423, found: 424 
(M+H) + . 

Analysis for (^H^ClNjCVO.e H 2 0 
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Calcd: C:58.02; H:4.45; N:16;ll 
Found: C:57.90; H:430; N:15.79. ' 

. -> • :■ r 1 ; • Example 48 — • r ■• 

5 2-(4-MorpholinvlmethvlV8-(3A5 

- r^: * 7-carbonitrile : - 

A mixture of 0.09 g (0.2 mmol) of 2-(cMoromethyl)-8-(3,4,5- 
trimethoxyanilino)imidazo[4,5-g]quinoline-7-carb mL (2.3 mmol) " 

10 of morpholine and 0.3 g (2.2 mmol) of anhydrous potassium carbonate in 5 
mL of ethanol is stirred at room temperature overnight. The product mixture 
is filtered to remove the inorganic salts and the filtrate is evaporated to dryness 
to yield, an . oil.^ Th e : oil is purified by; silica : geL cluromatography utilizing "a 
gradient of methylene cUoride/metl^ol(97:3 to 90:10) to yield 0.087 g of 2- 

1 5 (4-moipholinylmethyl)-8-(3 A5-trimethoxyanilino> 
g]quinolme-nyl^ 

g]quinoline T 7^^bpnitnU[e as a yellow solid, mp 258-260°C (dec). 
I HNMR (DMSQ^+tr^^ acid): 8 9.23 (s, 1H); 9.15 (s, 1H); 8.27 (s, 

1H); 6.92 (s, 2 H); 4.93 (s, 2H); 3.94 (bs, 4H); 3,82 (s, 6H); 3.75 (s, 3H ); 3.56 
20 (bs,4H). ; % > _ , : . : ... : , 

MS (ES, positive mode): m/z calcd for C^H^NsCV 474, found: 475 (M+H) + . 
Analysis for C^H 26 N 6 0 4 - 1 .2 H 2 0 
Calcd: C:60.52; H:5.77; N:16.94: ^ 
Found: C:60.20; H:5.77;N: 16.80. 

Example 49 

N-r7-Amino-3-cvano-4-OA5- 
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and 
Example 50 . 

N-r6-AminoO-cvano^-(^^ 

5 To a cold mixture of 0.12 g (0.33 mmol ) of 6,7-diamino-4-(3,4,5- 
trimethp^am^o)^ of_N,N-diethylaniline 
in 3.0 mL ..of^st^y^^caa is ..added,* drppvvise, ^ 0.054 mL (0.66: mmol) of 
acryloyl chloride and the mixture is stirred cold for 20 minutes. The mixture is 
diluted with; water and^ ste The solid is collected by ~ 

10 filtration,; dried and purified by silica gel chromatography utilizing a gradient > 
of methylene i cUorid^/meAanpl(97:3 to 90:10) to yield 0.03 g of a yellow: ! 
solid as a 1:1 mbctoe o£ 

quinplmyl]a^lj^de/:i- a :>'' v ; *'--^>t.-. ; ./^ i :'7.:'-' ■ r 

and N-[$-2mrii^ * 

15 1 HNMR (DMSO-C16+ trifluoroacetic acid): 5 8.89 (s, 1H); 8.65 (d, 1H, J=4.2 
Hz); 7.03 • r :,;\c 3 ;^: 4 ;-3"V*: ('..o ..is-'v :J 

(s, 1H); 8.23 (s, 0.5H); 6.78 (s, 2 H); 6.55 (q, 1H, J=10.2 Hz); 6.30 (dd, 1H, 
J=2.0 Hz, J=10.0 Hz); 5.83 (dd, 1H, J=1.8 Hz, J=10.2 Hz); 3.748(s, 6H); 3.70 v : 
(s, 3H). ;. v.,..; - - .. - 

20 MS (ES, positive mode): m/z calcd for Cy^NsC^: 419, found: 420 (M+H) + . 
Analysis for C^H^N^-l^ H 2 0 
Calcd: C:59.42; H:5.40; N:15.75 
Found: C:59.59; H:5.13; N:15.40. 



25 



Example 51 

N47-Amino-3-cvano^f3A5-trim^ 

morpholinvDpropanamide 
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and 
ExaBmpIeSr" 

morpholinvnp ro panamide 

5 - " :^?:&tt~?.h '~\; ' V 1? ?t5'- V t : i* V -r'-V'^ ^'-o 

A mixture of 0.025; gf: (0.06 mmbl) 6 
trimethoxyanilino)-6-qi^ N-[6-amih6-3-cy^ 
trimetho^anilinb)^^ and ; 0.05 -M^^X&O^maabQ-^f 

moipholine ^ in 0.2a: mL 6£ N,N-dimethy stirred W rodni 

10 temperature overnight and the solvent is evaporated to^ctiyness to yield ari oil. 1 
The oil is triturated witii diethyl etlief severalTtimes add dri^lS^iBldOlO^g'df 1 
N-[7-amino*3scya^^ T 
morpholinyl)propanamide and N-[6-amin^3-cyah^ 

trimetho^aniUno)r7^uinblinyl]-3-(4-m as a yfcliow 1 

15 solid/ \ R r >) >. ?;\ %t 4 .3 -it-':* ^n^oXnmOlu J - h 0£V:*T> ri h/M' : " 

MS (ES, positive mode): m/z calcd for C 26 H 30 N 6 O 5 : 506, found: 507 (M+H)+. - 
Analysis for ^H^N^-iZ 6 H 2 G) ^ ^ ; > ; ^ ^ ^ ^ t% ; 
Calbd: C 57.55; H 6.32; N 1 5J49 r: H 1 T - %1 • ^ : " r: Z 0 1 J i ° " 
Found: C 57.91; H 6.06; N 15.40. 
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Example 53. 

7- f \2-( 4>Morpholinvl)ethvi]am inn }^6-riitrd-4-oxo- l~/r2- 
(trimethvlsavltethoxyfo 

5 A mixture of 1.25g (3.29 mmol) of 7-chlo^6-6-nitrb^4-oxo-l-{[2- 
(trimethylsUyl)7ethoxy]metilyl}r-l,4-dih and 1.07 
g (8.2 mmpl) of 4-(2-aminoethyl)-mbrpholinef in 21 > mL. of acetonitrile is 
heated at reflux . temperature for 17 hours. After cooling, the mixture- is' 
concentrated under reduced pressure and the residue is partitioned betweeii 

10 methylene chloride and brine. The separated organic layer is dried over ; 
sodium sulfate and filtered. Removal of the solvent yields a residue which is 
flash chromatographed (elution with methylene chloride, then a gradient of 
99:1 to 98:2 methylene chloride/methanol), giving 966 mg (6L9%) of the 
product as a yellow solid, mp 29,4-21 6°C. ■ ; , : \ r. ; t 

15 I HNMR (DMSO-dg): 8 0.045 (s, 9H); 0.93 (t, J = 8.4Hz, 2H); 2.51 (t, J = 6Hz,r 
2H); 2.72 (t, 3 = 6Hz, 2H); 3.53 (m, 2H); 3.66 (m, 6H); 5.66 ( s, 2H); 7.01 (s, 
1H); 8.59 (t, 1H); 8.87 (s, 1H); 8.97 (s, 1H). 

MS (ES, positive ion mode): m/z calcd for C 22 H 31 N 5 0 5 Si: 473.6, found: 474.3 
(M+H) + . - , v 

20 Analysis for C 19 H 15 C1N 4 0 5 

Calcd: C 55.79; H 6.60; N 14.79 
Found: C 55.84; H 6.65; N 14.96. 

... Example 54 . y — \ 1 

25 6-Amino-7-(r2-f4-mon3holinvnet hYl1amirio >-4-oxo-l>ir2- 

(trimethvlsilvllethoxvlmethYl }-1 ^ -riih ydro-3-quinolinecarbonitrile 
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A suspension of 916.4 mg (1.93 mmol) of 7-{[2-(4-morpholinyl)ethyl]amino}- 
6-nitro-4-oxo-l-{[2-(trimeth^ 

quinolinecarbonitrile in 52 mL of THF and 19 mL of ethanoi is tydrogenated 
in a Parr apparatus at 40 psi for 6 hours in the presence of 183.3 mg of 10% 
5 palladium-on-carbon. The catalyst is removed by filtration and the solvent is 
evaporated in vacuo, to give 944.0 mg of f 6-amin6r7-{[2-(4^ r 
morpholinyl)ethyl]amino}-4-oxo-l-{^ 

dihydror3-qxiinolinecarbonitrile as a deep yellow solid which is used directly 
in the next stepr ■*'*.. - :: ^ - , : ? . rv *^L:v f. t*v.t-^: ::-<v- 

10 For analysis;.- 100 mg of the crude product is purified on preparative thin laydr 
chromatography (TLC), developing solvent: 9:1 methylene cWdride/fnethanoi; 
to afford 64.7 mg of the pure product as a light yelldw solid; mp 236-238°C; c 
1 HNMR(DMSO-d 6 ): 8 0.06 (s, 9H); 0.92 ^ J- 8:Th^ : 2H); 2152(1, J^SHz, z ' 
2H); 2.67(t, J = 6.9Hz, 2H); 3.36 (t, 2H); 3.65 (m, 6H); 5.26 (bs, 2H); 5:63 (s, 

15 2H); 5.72 (t,J=3Hz, 1H); 6:67 (s, lH); 7.31(s, 1H); 8.67 & 1H); - ^ 

MS (ES, positive ion mode)nn/z calcd for C22H33N563SK 443.6, found: 444.2 
(M+H) + . :: x 1 ; " s - ^ - • 

Analysis for C2 2 H33N 5 0 3 Si: ^ - ; ^ : I : - 

Calcd: C 59.56; H 7.50; N 15.79 
20 Found: C 59.17; H 7.46; N 15.63. y > 

Example 55 

3-r2-r4-Morphol mvnethvl^ 
25 carbonitrile . ? > -.1 v. 
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A mixture of 422 mg (0.95 mmol) of 6-amino-7-{[2-(4- 
moipholinyl)ethyl]amino } -4-oxo- 1 - { [2-(trimethylsilyl)ethoxy]methyl}-l,4^ 
dihydro-3-quinolinecarbonitrile, 258.7 mg (3.80 mmol) of imidazole in 6 raL 
of 96% foimic acid is refluxed for 6.5 hours. After coolings the mixture is< :> 
5 concentrated under reduced pressure and the residue is diluted with water. 
Undissolved solid is filtered off and washed with water. The combined filtrate 
and water washes are brought to pH 8 with .28% ammonium hydroxide 
aqueous solution. The precipitate is collected by filtration and washed with 
water. After drying in vacuo; .this yields 190.0 mg of the. crude product as a 
10 yellow solid. The crude product is purified by flash chromatography (elution 
with methylene chloride; then a gradient of 99:1 to 88:12 methylene 
chloride/methanol) to give 151.6 mg (49.3%) of the pure product as an off- 
white solid, mp >270°C. . . 

1 HNMR (DMSO-de): 6 2.44 (t, J = 4.4Hz, 4H); 2.72 (t; J= 6.0Hz, 2H); 3.53 
15 (t, J = 4.45Hz, 4H); 4.42(t, J = 6Hz, 2H); 7.74(s, 1H); 8.38 (s, 1H); 8.51(s, 
1H); 8.70. , ^ , . 
(s, 1H); 12.85 (bs, 1H). 

MS (ES, positive ion mode): m/z calcd for Ci 7 H 17 N 5 0 2 : 323.4, found: 324.2 
(M+H) + . 

20 Analysis for C 17 H 17 N 5 O 2 -0.3 H 2 0 
Calcd: C 62.1 1; H 5.39; N 21 .30 
Found: C 62.23; H 5.15; N 21.47. 

. Example 56 ..... 

25 8-CMoro-3-r2-(4-moroholmvnemvll-3HMmidazor4.5-g1aumoline-7- - 

carbonitrile 
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A suspension of 190.0 mg (0.59 mmol) of 3-[2-(4-morpholinyl)ethyl]-8-oxo- 
5,8-dihydrb-3H-unidazo[4,5-^^ 5;45 mL of 2M oxalyl 

chloride (in methylene chloride) and 5 drops of DMF is heated at reflux 
5 temperature for 1.5" hours. After cooling, the solvent is evaporated to dryness. 
The residue is "cooled in an ice bath and neutralized to pH 7 by slow addition 
of ice-cooled, aqueous saturated sodium bicarbonate solution. The aqueous 
solution is extracted with methylene chloride. The organic phase is washed 
with cold. brine, and dried over sodium sulfate.- Removal of the solvent in 
1 0 vacuo gives the crude product Purification of the crude product by preparative 
TLC (developing solvent: 5:95 methanol/methylene chloride) gives 122.8 mg 
(61%) of the product as a ^ - : * ~ 

1 HNMR (DMSO-d*): 8 2.45 (t, J = 4.5Hz, 4H); 2.76 (t, J = 5.9Hz, 2H); 3.50 
(t, J = 4.5Hz^4H)j 4.47 & J = 5.9Hz, 2H); 8.52(s, 1H); 8.60 (s, 1H); 8/76 (s, 
15 1H);9.11 (sHH); - - - 

MS (ES, positive ion mode): m/z calcd for C 17 H 16 C1N 5 0: 341.8, found 342.3 
(M+H) + . 

Analysis for C 17 H 16 GlN 5 O-0.4 H 2 0 
Calcd: C 58.50; H 4.85; N 20.06 
20 Found: C 58.47; H 4.76; N 19.93. 

Example 57 

8-f4-CMoro-5 -methoxv-2 -methYlflnn m^^ 

imidazor4.5-g1quinoline-7-carbonitrile 
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A mixture of 86.5 mg (0.25 mmol) of 8-chloro-3-[2-(4-morpholinyl)ethyl]-3H- 
umdazo[4,5-g]qumoline-7-carbomtrile, 67.2 mg (0.39 mmol) of 4-chloro-5- 
methoxy-2-mefhyl aniline and 28.9.mg (0.25 mmol) of pyridine hydrochloride 
in 3 mL of 2-ethoxyethanol is heated at 130-135°C for 1 1 hours. After cooling, 
5 the mixture is diluted with water and neutralized with 2 equivalents of sodium 
carbonate, and then extracted with ethyl acetate. The separated organic layer is 
washed with brine and dried over sodium sulfate. Removal of the solvent 
yields a residue which is purified on preparative TLC (developing solvent: 1:9 
methanol/methylene chloride); giving 83.3 mg (69.9%) of the product as a 
10 beige solid, mp246-248°C. 

1 HNMR (DMSO-dfi): 8 2.13 (s, 3H); 2.47(t, J = 4.3Hz* 4H); 2.75 (t, J 1 5.9Hz, 
2H); 3.52 (t, J = 4.5Hz, 4H); 3.81 (s;3H); 4.50 ft J = 5.9Hz, 2H); 7113 (s, 1H); 
7.42 (s, 1H); 8.16 (s, 1H); 8.45 (s, 1H); 8.57 (s, 1H); 8.94 (s, 1H); 9.70 (bs, 
. 1H). . ,. - • 

15 MS (ES, positive ion mode): m/z calcd for C25H25C1N 6 0 2 : 476.97, found: 
477.3 (M+H) + . 

Analysis for C^H^ClN^-O.SHaO 

Calcd: C 61.79; H 5.39; N 17.29 - 
Found: C 61.91; H 5.21; N 17.06. 
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Example 58 

3-r2-f4-Morpholmvl)e^ 

glquinoline-7-carbonitrile J - 

5 Following the procedure of Example 7, a mixture of 82.2 mg (0.24 mmol) of 
8-cWoro-3-[2-(4-morpho^ 

carbonitrile, 53.3 mg (0.29 mmol) of 4-phenoxyaniline and 33.5 mg (0.29 
mmol) of pyridine hydrochloride in 3.5 mL of 2^ethoxyethanol is heated at. 
130-135°C for 1 hour to yield 81.2 mg (69%) of the product as a yellow solid, 

10 mp>260°C. : 

] HNMR (DMSO-dfi): 8 2.46 (t; J = 4.4Hzy 4H); 2.76 (t, J = 5;9H£2H); 3.52 (t, 
J = 4.5Hz, 4H); 4^50 (t, J = 5.9Hz, 2H);;7ai (m, 5H); 7.40 (m, 4H); 8.17 (s, 
1H); 8.49 (s, 1H); 8.57 (s, 1H); 8.88 (s, 1H); 9.84 (s, 1H).: 
MS (ES, positive ion mode): m/z calcd for C2 9 H 26 N 6 02: 490.6, found: 491.3 

15 (M+H)\ / < 

Analysis for C2 9 H 26 N 6 O 2 -0.3H 2 O * 
Calcd: C70.23; H 5.41; N 16.94 -V T 

Found: C 70.35; H 5.56; N 16.84. \ ^ 

20 Example 59 

1.4-Dihvdro-7-mercapto-6-mtro^ 

quinolinecarbonitrile 



A solution of 100 mg (0.26 mmol) of 7-chloro-6-nitro-4-oxo-l-{[2- 
25 (trimethylsUyl)ethoxy]meth^ and 63 mg 

(0.26 mmol) of sodium sulfide nonahydrate in 1 mL of dimethyl sulfoxide is 
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stirred at room temperature for 17 hours and poured into 50 mL of water. To 
this is added 0.27 mL of 1 N HCL; The product is collected by filtration, 
washed with water, and dried to yield 81 mg (83%) of a tan solid, mp 200°C 
(decomposed). 

5 1 HNMR (DMSO-d*): 8 8.86 (s, 1H), 7.91 (s, 2H), 5.47 (s, 2H), 3.51 (t, 2H), 
0.77 ft 2H), -0.0? (s, 9H). , ^ ^ , / 

! HNMR (DMSO-d.j); 8 8.86 (s, 1H), 7.91 (s, 2H), 5.47 (s, 2H), 3.51 (t, 2H), 
0.77 (t,2H), -0.09 (s, 9H). v > ^ ' 

MS (ES, positive ion mode): m/z calcd for C 16 H 19 N 3 0 4 SSi: 377.5, found: 378.4 
10 (M+H)\ 

Analysis for C 16 H 19 N 3 O 4 SSi-0.1DMSO-1.4H 2 O 
Calcd: C 47.40; H 5.50; N 10.23 
Found: C, 47.04; H, 5.02; N, 10.15. 



15 

Example 60 

8-Hvdroxvri31thiazolor4.5-g1quinoline-7-carbonitrile 

A mixture of 377 mg (1.0 mmol) of l,4-dihydro-7-mercapto-6-nitro-4- 
20 oxo-l-[[2-(trimethylsUyl)ethoxy^ and 200 mg 

of 20% palladium-hydroxide-on-carbon in 50 mL of tetrahydrofuran and 10 
mL of methanol is hydrogenated in a Parr apparatus at 40 psi for 30 minutes. 
The mixture is filtered and concentrated in vacuo. The residue is dissolved in 5 
mL of 98% formic acid, and 200 mg of imidazole is added to the solution. 
25 The solution is refluxed for 2 hours and cooled to room temperature. To this 
solution is added a mixture of 100 mL ethyl acetate and 50 mL of hexanes. 
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The solids thus formed are filtered, washed with ethyl acetate, and dried to 
yield 125 mg (55%) of a tan solid* mp 200°C (decomposed). 
! HNMR (DMSO-dg): 8 13.1 (brs, 1H), 9.53 (s, 1H), 8.81 (s, 1H), 8.73 (s, 1H), 
8.45 •*••■-• . 

5 (s, 1H). ■'>■ ' "' V 

MS (ES, positive ion mode): m/z calcd for C n H 5 N 3 OS: 227.2, found: 226^ 3 
(M-H)'. ■■*•■>. ■ • - • • ..• :9V;; .V:- 

HRMS (ESI): Calc for C n U^ 3 OS (2M-H)': 453.0233, found: 453.0224. 
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Example 61 

8-r(4-CMoro-5-methoxv-2-methvlphenvn 

carbonitrile 

5 To a mixture of 100 mg (0.44 mmol) of 8-hy^oxy[l,3]thiazolo[4,5- 

g]quinoline-7-c^bomtdle in 5 mL of phosphoryl chloride is added five drops 
of N,N^imethylfonnamide. The mixture is heated at reflux temperature for , 
30 minutes and then concentrated in vacuo. To the residue at 0°C is added 50 
mL of water. The solids are collected, washed with water, and dried in vacuo. 
10 To a mixture of this compound in 2 mL of 2-ethoxyethanol are added 76 mg 
(0.44 mmol) of 4-chloro-5-methoxy-2-methylaniiine and 20 mg of pyridine 
hydrochloride. The mixture is refluxed for one hour and concentrated. The 
residue is chromatographed by silica gel chromatography, eluting with 9:1 
methylene cMoride/methanol to~yield 26 mg (16%) of product as a dark oil. 



15 



20 



'HNMR (DMSO-d 6 ): 5 9.99 (s, 1H), 9.60 (s, 1H), 9.39 (s, 1H), 8.77 (s, 1H), 

8.56 s & 1H); 1 X44 (s, 1H), 7.20 (s/iH), 3.82 (s, 3Hk 2. 15 (s, 3H). * 

MS (ES, positive ion mode): m/z calcd for C^ClNpS: 380.9, found: 381.4 

(M+H) + . 

HRMS (EI): found: 380.0493 ' 



Example 62 

3 "(T)imethviaminomethvieneainino > >ben2x» fb"| thiophene-2-carboxvlic acid 

methyl ester 

-<V • u > *>-•.-•-;.: >7>: ■ *v " ,_.•>:.•. ;. , ^ r ' ...*» - 

25 A mixture of 3.38 g (16.32 mmol) of methyl 3-aminobenzo[b]thiophene-2- 
carboxylate (J. Org. Chem. 37, 3224 (1972)) in 8 mL of N, N,- 
dimethylformamide dimethyl acetal is heated at reflux temperature for 2 
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hours, then cooled to room temperature. The solid is collected by filtration, 
washingiwith hexane and ethyl acetate to provide 3.96 g (93%) of a white 
solid, mp 73-74°C. 

1 HNMR (DMSO-d*): S 3.06 (s, 6H), 3.75 (s, 3H), 7.47 (t, 1H), 7.50 (t, 1H), 
5 7.78 (i 1H)^7- 82^7i89'X& 2^ ' 1 

MS (ES, pdsitive^ion'mdde): m/z calcd for 613H14N2O2S: 262.3~ found: 
262.9 ^+H) + 

Analysis for Ci3Hi4^202S 

Calcd: C:59.52; H:5j»^^ ^ 
10 Found: C:59.25; H:5.32;N: 10.58. 

" ; •'ii^'V-*'*^* ; ^>fS.*> kv'-^: 3*V '':>■' V fjC"\ ■* v-TV "''.^'i-fJ /*:.} • ; .- ' 

Example 63 

4jlvdroxvbenzor^ 

15 A solution of 1.6 mL (30.6 mmol) of acetonitrile in 10 mL of tetrahydrofuran 
is added to a -78°C solution of 1*2.5 mL of 2.5 M w-butyllithiiim (31.2 mmol) 
in 40 mL of tetrahydrofuran. After stirring at -78°C for 10 min, a solution of 
4.0 g (15.2 mmol) of 3-(dimethylaminomethyleneamm^ 
carboxylic acid methyl ester in 40 mL of tetrahydrofuran is added dropwise 

20 over 1 hour. After stirring at -78°C for 30 minutes, the reaction mixture is 
allowed to warm to room temperature and then stirred at room temperature for 
1 hour. "The" reaction mixture is cooled to -50°C and 2.1 mL of acetic acid is 
added. The solution is concentrated in vacuo and poured into water. The 
aqueous solution is extracted with ethyl acetate and then aqueous HC1 is added 

25 to the aqueous layer. The product is extracted into ethyl acetate and the 
organic layer is dried over magnesium sulfate, filtered and concentrated in 
vacuo. Ethyl acetate and hexane are added to the residue and the resulting tan 
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solid is collected to provide 2.20 g (64%) of product An analytical sample is 
obtained by recrystallization from diethyl ether and hexane, mp > 300°C. 

1 HNMR (DMSO-d*): 5 7.65 (m, 2H), 8.17 (d, 1H), 8.44 (d, 1H), 8.84 (s, 1H). 
MS (ES, negative ion mbde):- m/z calcd for C12H6N2OS: 226:£ found; 2^4:9 
5 (M-H)" 

AnMysis for G12H6N2OS-0.25 H2O 

Calcd: C:6Z46| H:i84; N: 12.14 

Found: C:62^it2^;J^2M^ ' ^ 

10 Example 64 

4-CMoroben2X)r4.S1tMenor3.2"b]pvridine-3-carboiiitrile 

A mixture of 1.01 g (4.47 mmol) of 4-hydroxybenzo[4,5]thieno[3,2- 
b]pyridine-3 -carbonitrile in 7 mL of phosphorous oxy chloride is heated at 

15 reflux temperature for 40 minutes; then cooled to room temperature. Hexane 
is added and the solid is collected by filtration^ dissolved in ethyl" acetate and 
washed with saturated sodium bicarbonate. The organic layer is dried over 
magnesium sulfate, filtered and concentrated in vacuo to a small volume. The 
solids are collected by filtration to give 696 nig (64%) of product, irip 305- 

20 308°C. : .. 

1 HNMR (DMSO-dJ: 8 7.70 (t, 1H), 7.80 (t, 1H); 8.26 (d, 1H), 8.45 (d, 1H), 
9.20 (s, 1H). 

MS (ES, positive ion mode): m/z calcd for C12H5CIN2S: 244.7, found: 244.6 
(M+H) + . " 
25 Analysis for C12H5C1N2S* 0.2 H 2 0 
Calcd: C:58.05; H:2.19; N:11.28 
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Found: C:58.29; H:2.13;N:11.27. 

Example 65 . A . r 
4-(3-Brom opheny1amino)heri7.n f4 < ,51thienor 3 .2>b1pyridm e-3-carbonitrile 
5 ., 
A solution of 150 mg (0.61 mmol) of ^4^hlorobenzo[4,5]thieno[3,2- 
b]pyridine-3-carbonitrile in 3 mL of 2-ethoxyethanol containing 80 mg (0.74 
mmol) of 3-bromoaniline and 71 mg of pyridine hydrochloride is heated at 
reflux temperature for 4 hours, then allowed to stir at room temperature for 3 
10 days. The reaction mixture is partitioned between ethyl acetate and saturated 
sodium bicarbonate and the organic layer is dried over magnesium sulfate, 
filtered and concentrated in vacuo. Diettiyi etHer is added to the residue and 
the resultant solid is collected by filtration to give 139 mg (58%) of a white 
solid, mp 240-242°C. ^ " 

15 1 HJ^ j (DMSO^: § 7.2$ (d, 1^, 7.3^.43 ^ 3H), £52-7.68 (m, 2H), : ; 
8.06 (d, 1H), 8.37 (d,,lH), 8,83^(s, 1H), 9.84 (s, lH). f ; ; >lr , 
MS (pS, positive ion mode): m/z calcd for C 1 8Hi oBrNs S: 380.3, found: 
379.9 (M+H) + . ...... - ._,,, Jf i 

Analysis for Cl8HioBrN3S-0.5 H20 ; >v, ; . ^ 

20 Calcd: C.55.54; H:2.85; N: 10.79 

Found: C:55.84; H:2.79; N: 10.73, . ,< 



25 



Example 66 , . 

4-r4-CMoro-2-fluorophenvlamino)benzof4.51thienof3.2-b]pvridine-l 

carbonitrile . . . 
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A solution of 237 mg (0.97 mmol) of 4-cMorobenzo[4,5]thieno[3,2- 
b]pyridine-3-carbonitrile. in 6 mL of 2-ethoxyethanol containing 0.15 mL 
(1.36 mmol) of 4-chloro-2-fluoroaniline and 1 12 mg of pyridine hydrochloride 
is heated at reflux temperature for 30 hours. .. The reaction mixture is cooled to 
5 room temperature and partitioned between ethyl acetate and saturated sodium 
bicarbonate. The organic layer is dried over magnesium sulfate, filtered and 
concentrated in vacuo. Diethyl ether is added to the residue and the resultant 
solid is collected by filtration, washing with hexane to give 225 mg (66%) of 
an off-white solid, mp 250-251°C 

10 1 HNMR (DMSO-d*): 8 7.40 (d, 1H), 7.50-7.69 (m, 4H), 8.08 (d, 1H), 8.37 (d, 
1H), 8.80 (s, 1H), 9.68 (s, 1H). 

MS (ES, positive ion mode): m/z calcd for CI8H9CIFN3S: 353.8, found: 
353.8 (M+H) + . 
Analysis for C18H9CIFN3S 
15 Calc4;.C:61.11;H:2.56;N:n.88 L r 
Found: C:61. 50; H:2.58; N: 11.65. 

Example 67 

4-f2.4-Dichlorophenv 1aminn)he ^ 

20 , . ^ . ... ..... 

A mixture of 250 mg (1.02 mmol) of 4-chlorobenzo[4,5]thieno[3,2- 
b]pyridine-3-carbonitrile, 530 mg (3.27 mmol) of 2,4-dichloroaniline and 1 12 
mg of pyridine hydrochloride is heated until no 4-chlorobenzo[4,5]thieno[3,2- 
b]pyridine-3-qarbonitrile remained as measured by thin layer chromatography. 
25 The reaction mixture is cooled to room temperature and the solid is treated 
with methanol and then partitioned between ethyl acetate and saturated sodium 
bicarbonate. The organic layer is dried over magnesium sulfate, filtered and 
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concentrated in vacuo. Diethyl ether is added to the residue and the solid is 
collected by filtration to give 225 mg (66%) of a yellow solid. An analytical 
sample is obtained by column chromatography, elutihf* with 6:1 hexane/ethyl 
acetate, to provide a light yellow solid, mp 260-262°C. 

5 1 HNMR (DMSO-d*): 5 7.55-7.72 (m, 4H), 7.83 (s, 1H), 8.06 (d, 1H), 8.35 (d, 
1H), 8.79 (s, 1H), 9.76 (s, 1H). 

MS (ES, positive ion mode): m/z cal6d for Cj 8H9CI2N3S: 370.3, found: 
Se^s'CM+^'Analysis for Ci8H9Cl2N3S-O.25.H2p ' 
Calcd: C:57.68; H:2.55; N: 1 1 .21 
10 Found: C:57.64; H:2.48; N:10.94. 

Example 68 

4-(2.4-DicMoro-5-me&o;yva3hen 

carbonitrile C 

15 A mixture of 230 mg (1.2 mmol) of 2,4-dicMoro-5-metho^aniline (WO 
8501939A1) and 48 mg (1.2 mmol) of 60% sodiuiii hydride in mineral oil in 
10 mL of tetrahydrofuran is heated at reflux temperature. The reaction 
mixture is cooled and 200 mg (0.82 mmol) of 4-chlorobenzo[4,5]thieno[3,2- 
b]pyridine-3-carbonitrile is added. The mixture is heated at reflux for 4 hoxjrs, 

20 then cooled to room temperature and partitioned between ethyl acetate and 
water. The organic layer is washed with water, dried over magnesium sulfate, 
filtered and concentrated in vacuo. Diethyl ether is added to the residue and 
the resultant solid is collected by filtration and purified by column 
chromatography, eluting with 3:1 hexane/ethyl acetate, to provide 89 mg 

25 (27%) of a white solid, mp 234-236°C. r 
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HNMR (DMSO-dg): 8 3.86 (s, 3H), 7.21 (s, 1H), 7.56-7.67 (m, 2H), 7.78 (s, 
1H), 8.07 (d, 1H), 8.37 (d, 1H), 8.79 (s, 1H), 9.79 (s, 1H). 
MS (ES, positive ion mode): m/z calcd for C19H1 1CI2N3OS: 400.3, found: 
400.1 (M+H) + . 
5 Analysis for C19H1 1C12N30S* 0.2 CH3CO2C2H5 
Calcd: C:56.90; H:3 04; N: 10.05 
Found: C:56.99; H:l37; N:i0.67. 

Example 69 

10 4-r4-Pheno yYP hen Y la ^ i " n )^ en7 ^r4.51tfaienorV.2-b^ 

A mixture of 250 mg (1.02 mmol) of 4-chlorobenzo[4,5]thieno[3^- 
b]pyridine-3H;aTb6hitrile arid 210 irig (1.12 mmol) of 4-phenoxyaniline in 5 
mL of 2-ethoxyethanblis heated at reflux temperature for 4 Hours then stirred 
15 at room temperature for 3 days. ; The reaction mixture Is then heated at reflux 
temperature for an additional 6 hours, then cooled to room temperature arid 
partitioned between ethyl acetate and saturated sodium bicarbonate. The 
organic layer is dried over sodium sulfate, filtered and concentrated in vacuo 
to provide 240 mg (60%) of a beige solid, mp 230-233°C. 

20 1 HNMR (DMSO-dg): S 7.06-7.19 (m, 5H), 7.32-7.47 (m, 4H), 7.55-7.86 (m, 
2H), 8.05 (s, 1H), 8.34 (s, 1H), 8.75 (s, 1H), 9.65 (s, 1H). 
MS (ES, positive ion mode): m/z calcd for C24H15N3OS: 393.5, found: 393.9 
(M+H) + . 

Analysis for C24H15N3OS-0.5H2O " 

25 Calcd: C:71.61;H:3.98;N:10.44 
Found: C:7 1.99; H:3.80;N:10.56. 
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Example 70 r 

4-(3-Hvdroxv^-methvlp heny1amm ^ 

carbonitrile 

5 . . . 

A mixture of 300 mg (1.20 mmol) of 4-cWqrobenzo[4,5]tiueno[3 9 2- 
b]pyridine-3-carbonitrile and 160 mg (1.32 mmol) of 5-amino-o-cresol in 5 
mL of 2-ethoxyethanol is heated at reflux temperature for 8 hours, then stirred 
at room temperature overnight. The reaction mixture is partitioned between 
10 ethyl acetate and saturated sodium bicarbonate. The organic layer is dried over 
sodium sulfate, filtered and concentrated in vacuo to provide 220 mg (55%) of 
a light yellow solid, mp 260°C dec. , . 

! HNMR (DMSO-d,): 5 2.17 (s, 3H), 6.63 (dd, 1H). 6.69 (d, 1H), 7.09 (s, 1H), 
7.52-7.67 (m, 2H),;8.01 (d,,lH), 8.33 (d, 1H), 8.?6 (s, 1H), 9.55 (s, 1H), 
15 MS (ES, positive ion mode): calcd for Ci9Hi3^30S: 331.4, found: 331.8 

(M+H)V i .: - ■ -'--v,: ..vr ■ . ..':/v ■ - V 

Analysis for Ci9Hi3N3OS-0.2 H2O 

Calcd: C:68.11;H:4.03;N:12.54 ! ' 
Found: C:68.20; H:3.95;N:12.31. 

20 . , . 

Example 71 v 

4-f4-CMoro-2-fluorophenoxv^benzor4,5W 

A mixture of 0.59 mL (5.5 mmol) of 4-chloro-2-fluorophenol and 100 mg 
25 (1.78 mmol) of potassium hydroxide is heated until a homogeneous solution is 
formed. To this is added 245 mg (1.00. mmol) of 4- 
cUorobenzo[4,5]tMeno[3,2-b]pyridine-3-carbonitrile and the mixture is heated 
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for 2 hours. Ethyl acetate is added and the solution is washed with 1 N NaOH. 
The organic layer is dried over sodium sulfate, filtered and concentrated in 
vacuo. The solid is collected and recrystalli^ed from ethyl acetate to give 195 
mg (55%) of a light beige solid, mp 174-175°C. 

5 1 HNMR (DMSO-d^: 8 7.49 (m, 1H), 7.64-7.77 (m, 3H), 7.86 (dd, 1H), 8.15 
(d, 1H), 8.46 (d, 1H), 9.19 (s, 1H). 

MS (ES, positive ion mode): m/z calcd for C18H8CIFN2OS: 354.8, found; 
354.8 (M+H) + . 

Analysis for Ci 8H8CIFN2OSO.3H2O 

10 Calcd: C:60.02;H:2.41;N:7.78 ^ ' 
Found: C:60.32; H:2.38; N:7.25. 

-.f - Example 72 * 

3-Ainind-5-nitfobenzorb1thiophene ? " * ' r 

15 ■ : . ■ ■ ■ v- • •/ : - r ^ 

A solution of 23.00 g' (91.26 mmbi) of methyl ^-aminb-S- c 
nitrobenzo[b]thiophene-2-carboxylate (J. Hetero. Chem., 34(4), 1163 (1997)) 
in 100 mL of l-methyl-2-pyiroUdinorie and 30 mL of 1-methylpiperazirie is 
heated at 180°G for 2 hours. The reaction is cooled to room temperature and 

20 poured into water. The resultant solid is collected by filtration and washed 
with water. The solid is dissolved in a mixture of ethyl acetate and diethyl 
ether and the solution is washed with water twice. The organic layer is dried' 
over magnesium sulfate, filtered and concentrated in vacuo. Diethyl ether and 
hexane are added to the residue and the dark red solid is collected by filtration 

25 to provide 11.17 g (63%), mp 155-158°C. 
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1 HNMR (DMSO-d,): 8 5.67 (s, 2H, NH2), 6.39 (s, 1H), 8.05-8.14 (m, 2H), 
8.88 (s, 1H). V " ' r : 

MS (ES, positive ion mode): m/z calcd for C8H6N2O2S* 194.2, found: 194.9 
(M+H) + . 1 * " ^ 

5 Analysis for C8H6N2O2S i 
Calcd: C:49.48; H:3.11; N: 14.42 ' ' > 

Found: C:49.73; H:3.25; N:14;13. : 

Example 73 e > 
10 4-Hvdroxv-8-nitrobenzpr4.51^ 

A mixture of 9.00 g (46.34 mmol) of 3-amino-5-nitrobeiizo[b]thiopliene and 
8.65 g (51.12 mmol) of ethyl (ethoxymethylene)cyanoacetate in 100 mL of 
toluene is heated at reflux for 2 hours. The reaction nocture is cooled to room 

15 temperature and the precipitate is collected by filtration washing with diethyl 
ether t9 provide 1 1 .50 g (78%) of a bright yellow solid. . '» vv : - 

A 2.33 g portion of this solid is added to 40 mL of 1:3 biphenyl/diphehyl ether < 
and the mixture is heated at reflux for 4 hours. The mixture is cooled slightly 
and the, precipitate is collected by filtration, washing with diethyl ether and 

20 hexanetqgiYe9?5mg( : : . 

1 HNMR (DMSO-d 6 ): 5 8.43 (s, 2H), 8.95 (s, 1H), 9:45 (s, 1H)/ : 
MS (ES, negative ion mode): m/z calcd for C12H5N3O3S: 271.3, found: 
270.2 (M-H)\ * r * *^ ~ . - /: 

Analysis for C12H5N3O3S 
25 Calcd: C:53.14; H:1.86; N:15.49 
Found: C:52.81; H:2.07;N: 15.31. 
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vm • . - X • ^ - Example- 74 * * * 

4-CMoro-8-nitrobenzor4.5]thienor3.2^ 



5 A mixture of 1 .22* g (4-49. mmol) fc of 4-hydroxy-8-nitrobenzo[4,5]tiiieno[3,2- 
b]pyridfo^3^arbqintrile< in 20 mL of phosphorous oxychloride is heated at 
reflux temperature for 3 hours, then cooled to room temperature. The solid is 
collected by filtration, then washed with hexane followed by water. The solid 
is dried to give 947 mg (73.%) of a dark brown solid, mp softens at 270?C. 

10 1 HNMR (DMSQ-de): 8 8.59 (s, 2H), 9.09 (s, 1H), 9.34 (s, 1H); 

MS (ES, positive ion mode): mlz calcd for C12H4CIN3O2S: 289.7, found:: 
289.6 (M+H) + . : ' - 

Analysis for C12H4C1N3O2S-L0H2O 

Calcd: C:46.83; H:1.97; N:13.66 
15 Found: C:47.10; H:1.63;N:13.S4. 



f ii Example ' 75 : - ; 
4-(4-Chloro-5-methoxv-2<nethv1p he^ 

blpvridine-3-carbonitrile 



A solution of 286 mg (0.99 mmol) of 4-chloro-8-nitrbbenzo[4,5]thieno[3,2- 
b]pyridiner3-carbcrnitrile- in 10 mL of 2-ethoxyethanol containing 131 nig 
(1.42 mmol) of 4^Mbro-5-m^^ 8501939A1) and 

131 mg of pyridine hydrochloride is heated at reflux temperature overnight. 
25 The reaction mixture is cooled slightly and an additional 100 mg (0.58 mmol) 
of 4-cUoro-5-methoxy-2-methylaniline is added and the reaction mixture is 
heated at reflux temperature overnight. The mixture is cooled to room 
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temperature and the solid is collected by filtration, then suspended in 
methanol. Aqueous ammonium hydroxide is added and the mixture is 
partitioned between ethyl acetate and water. The organic layer is "washed with 
water, then dried over magnesium sulfate, filtered and concentrated in vacuo. 
5 Diethyl, ether is added to the' residue and the ? resultant' solid is collected by - 
filtrationy.and washed with diethyl ether L to give 1 10 mg (26%) of a tan solid, 
mp>305°C:i ,v i f .-v.q^: r .. : : / 

^HNMR (DMSOndg): 8 2lW(i 3H), r 3.78' (s, 3H), 7.23 (s, 1H), (s, 1H), 
8.33 (d, 1^, 8:39 ((£ 1H>; 8.83 (s 9 9.0Cf (s, 1H>; 9.70 <s, 1H). '* 
10 MS (ES, positive ion mode): m/z calcd for C20H13CIN4O3S: 424.9, found: 
425.0 (M+H)t ; . - , f : ^-.-.'v . : s ; , 

Analysis for C20H13CIN4O3S 

Calcd: C:56.54;H:3.08;N:13. 19 r:< . v 

Found: C:56.34; H:3.31; N:12.81. - <. ; ^ h 

15 Example 76 - 3 ; ^ v 

8-Amino- 4-f4-chloro-5-methoxv- 2-methYlaninm o^ri1benzothienor3.2- 

blpvridine-3 -carbonitrile 

A mixture of 476 mg (1.12 mmol) of 4-(4-chloro-5-methoxy-2- 

20 methy!phenylamino)-8-nitrobenzo[4^ 

180 mg (3.22 ; ipmol) of iron powder and 180* mg (3.36 mmol) of ammonium 
chloride in 20 ; mL of 50% aqueous methanol is heated at reflux temperature 
for 2 hours. . An additional 80 mg (1*42 mmol) of iron powder and 100 mg 
(1.87 mmol) of ammonium chloride are added and the reaction mixture is 

25 heated at refli^ temppratare. for 2 . hours, , then stirred at room temperature 
overnight. The reaction mixture is heated at reflux for 4 hours then cooled 
slightly and filtered. The solid residue is extracted with several portions of hot 
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ethyl acetate followed by hot methanol. All the organic layers are combined 
and washed with water. The organic layer is dried over magnesium sulfate, 
filtered and concentrated in vacuo. The residue: is purified ; by flash 
chromatography eluting with a gradient of 1:1 hexane/ethyl acetate to only 
5 ethyl acetate to give 1 65 mg (37%) of a tan solid, mp 266-268°C dec. 

1 HNMR (PMSO-dj): 5 2.07 (s, 3H), 3.77 (si 3H), 5.38 (d, 2H), 6.90 (ddV 1H), 
7.13 (s, 1H), 7.46 (s, 1H), 7.46 (d, 1H), 7.58 (d, 1H), 8.63 (s, 1H), 9.30 (s, 1H). 
MS (ES, positive ibh mode): m/z calcd for C20H15GIN4OS: 394.9^ found: 
395U (M+H) + . • - '■ .'- : .^v*-*-- -It: ? 

10 AriaIysisforC2bHi5ClN4bS0.25CHjCO 2 C 2 H s ^ 

Calcd: C:60.50; H:4li 1; N:13.44 " ' "^"' ; r ' 

Fouhd: C:60.30; H:4:i7; N:i3.26; 

Example 77 ' 

15 7-Nitro-l-benzothiophen-3-amine 

A mixture of 4.82 g (19.1 mmol) methyl 3-amino-7-nitro-l-benzothiophene-2- 
carboxylate (WO 9738983), l-meAyl-2-pyrrolidinone (23 mL) and 1- 
methylpiperazine (6.5 mL) is stirred at 185-190°C for.4 hours, then.cooled to 
20 room temperature. The precipitate is filtered, washed with diethyl ether, and 
dried to give 7-nitro-l-benz»tbiophen-3-amine (3.3 g, 89%) as a red-brown 
solid, m.p. 188-191°C. 

1 HNMR (DMSO-d 6 ): 5 5.55 (s, br, 2H), 6.40 (sV iH), Z64 (t, lk), 8.34 (d, 
1H), 8.41 (d, 1H), 

25 MS (ES, positive ion mode): m/z calcd for C 8 H 6 N 2 0 2 S: 194.2, found: 195. 1 
(M+H) + . - : 
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Analysis for QH6N2O2S-0.3.C2H5OC2H5 
Calcd: C: 51.05; H: 4.19; N: 12^96 
Found: C: 5L14; H 3.95; N: 13.21. 4 

5 " Example 78 : w " 

Ethvl (Z. EV2^vano^f7-nitro-14)enzo^ 
; . v.: * > * 0; ■ " -)^: : 

A mixture of, 7rmtro^ mmol) and ? 

ethyl(ethoxymethylene)cyanoacetate (3.16 g, 18.7 mmol) in toluene (30 xpU ) is \ 
10 heated at reflux temperature with stirring for two. hours under nitrogen^ then 
cooled, filtered, washed with diethyl ether, dried, and purified by colunui 
chromatography on silica gel, elution with chlorpfomi/methanol 20:1. Ethyl 
(Z, E)-2^yanoO-[(7-nitro-l-benzothien-3-yl)amino]-2-propenoate (4.5 g, 
83%) is obtained as a yellow solid, m.p. 249-250°C. The ratio of Z and E 

15 isomers, determined by *HNMR, is 1:1.1'. : ^ ; -.* *a : 

1 HNMR (DMSO-d 6 ): 8 1.24 and 1.30 (t, 3H), 4.19 and 4.29 (q, 2H), 7.78 and 
7.80 • " • ' • - : - 5 V"^-; •,; , , , , 

(t, 1H), 8.01 and 8.05 (s, 1H), 8.22 (s, 1H), 8:50 (m, 2H),' 1 LOS (d, 1H). 
MS (ES, negative ion mode): m/z i calcd for C^HjjNaO^S: 317.3, found: 316.2 " 
20 (M-H)-. ■■■■ . • ■■ ■ • - - • ' 

Analysis for C u H n N 3 0 4 S . • . ; • r " 

Calcd: C: 52.99; H: 3.49; N: 13.24 
Found: C: 52.85; H 3.61; N: 13.11. . 



25 



Example 79. 

4-CMoro-6-mlTQfllbeiiz:otMenof3.2-b1pvridme-3-carbomtrile 
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A suspension of ethyl (Z, E)-2-cyano-3-[(7-nitro- 1 -benzothien-3-yl)amino]-2- 
propenoate (3.17 g, 10.0 mmol) in 45 mL of 1:3 biphenyl/diphenyl ether is 
heated at 255°C for 20 hours, then cooled, filtered; the precipitate thoroughly 
5 washed with diethyl ether and dried to give 1.1 g of 6-nitro-4-oxo-l,4- 
dihy^[l]benzothieno[3,2-b]p5oidine-3-carbonitrile. This compound is 
dissolved in 25 mL of dichlorpmethane, and to the formed solution are added 
sequentially oxalyl chloride (4.0 mL of 2M solution in dichloromethane) and 
DMF (0.8 mL).., The formed mixture is stirred for 4 hours at 40°C, then cooled 

10 and concentrated in vacuo. The residue is suspended in 5 mL of water- 
extracted with chloroform, and the extract dried over sodium sulfate. After the 
solvent evaporation the desired product is isolated by column chromatography - 
on silica gel, elution with ^ chloroform. /The product is washed with diethyl , 
ether and ethyl acetate, then dried in vacuo to provide 4-chloro-6- 

15 iiitro[l]benzothieno[3,2-b]pyridineO-carbonitrile (0.6 g, 20%) as a light-;, 
brown solid, m.p. 258-260°C. 

1 HNMR (DMSO-dg): 5 8.02 (t, 1H), 8.77 (dd, 1H), 8.96 (dd, 1H), 9.36 (s, 
1H). • - ; , : : 

MS (ES, positive ion mode); m/z calcd for C 12 H 4 C1N 3 0 2 S: 289.7, found: 289.0 
20 (M+H) + . 

Analysis for C^H^^OjS-O.S^CO^Hs 
Calcd: C: 50.38; H: 2.42; N: 12.59 

Found: C: 50.21; H:- 2.33; N: 12.51. - ; 

25 Example 80 

4-(3 -Bromoanilino V6-nitro r 1 Ibenzothieno \3 .2-b]pvridine-3 -carbonitrile 
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A mixture of 4-cUoro-6-nitro[l]benzothieno[3,2-b]pyridine-3-c^ 
(0.27 gj 0.9 mmol), 3-bromoaniIine (3.16 g, 18.4 mmol), and pyridine 
hydrochloride (0.06 g) in 15 mL of DMSO is stirred in 'the microwave 
5 (PROLABO unit) at 140°C, power range 0-10%, for one hour. The final 
reaction mixture is cooled, dissolved in 100 mL of chloroform, washed with 
2N HC1 (2x50 mL), then with saturated aqueous sodium bicarbdnate (50 mL), 
and dried over sodium sulfate. The solvent is evaporated, and the desired 
compound purified; by silica gel chromatography, eluting with 9:1 
10 cUorpform/methanol. After washing with diethyl ether and ethyl acetate, 4-(3^ 
bromoanilinp)-6-nitro[l]benzotWeno[3,2 (0.215 g, 

55%) is obtained as a yellow solid, m. p. 288-290°G. 

1 HNMR(DMSO-d 6 ): 5 7.33 (d, 1H), 7.40 (t, 1H), 7.52 (m, 2H), 7.90 (t, 1H), 
8.68 " 

15 (d,lH), 8.83 (d, : 1H), 8.91 (s, 1H), 10.04 (s/or, 1H); 

MS (ES, positive ion mode): m/z calcd for C, 8 HjBrN 4 6 2 S: 425.3^ found: 427.0 
(M+H) + . ... > • . - .... 

Analysis for C I8 H 9 BrN 4 O 2 S-0.5HCl-0.5CH 3 CO 2 C 2 H5 

Calcd: C: 49.27; H: 2.79; N: 11,49 ' ■ 

20 Found: C: 49.02; H 2.42; N: 1 1.18. 

Example 81 : 
6-Amino-4-(3 -bromoanilinoX 1 1benzothienor3 ,2-b]pyridine-3 -carbonitrile 

25 A mixture of 4-(3-bromoanilino)-6-nitro[l]benzothieno[3,2-b]pyridine-3- 
. carbonitrile (0.213 g, 0.5 mmol), iron powder (0.168 g, 3.0 mmol) ammonium 
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chloride (0.325 g, 6.0 mmol); methanol (90 mL) and water (90 mL) is heated 
at reflux temperature with vigorous stirring under nitrogen for 12 hours. The 
final mixture is concentrated, and the residue is extracted with ethyl acetate 
(5x20 mL). The extract is dried over sodium sulfate, evaporated, and re- 
5 dissolved in a small volume of cHorofqjm/me PxirifLcation by 

silica gel chromatography, eluting with 20:1 chloroform/methanol, yields 6- 
amino-4-(3 -bromoanilino) [ 1 ]benzothieno [3 ,2-b]pyridine-3 -carbonitrile as a 
brown solid, m. p. 256-258°C. 

1 HNMR (DMSO-dg): 8 5.60 (s, br, 2H), 6.89 (d, 1H), 7.18 (d, 1H), 7.32 (m, 
10 4H), 7.65 (d, 1H), 8.83 (s, 1H), 9.76 (s, 1H). 

MS (ES, positive ion mode): m/z calcd for C, 8 H n BrN 4 S: 395.3, found: 397.0 

(M+H) + . ^ . : . : ■ ; ,;.,'.„.-. 

Analysis for C, 8 H„BrN 4 S- lCH 3 SOCH 3 

Calcd: C: 50.74- H: 3.61; N: 11.83 v.;. 
15 Found: G: 50.90; H 3.24; N: 11.93; " 

: Example 82 : 

3-H!)imemvlanimomethY leneamin o^benzofuran-2-carboxvlic acid ethvl ester 

20 • ••. •• f 

A mixture of 4.2 g (20.0 mmol) of ethyl 3-ammo-2-benzo[>]furancarboxylate 
(EP 187487 Al) in 10 mL "of N, N-dmiemylformamide dimethyl acetal is 
heated at reflux temperature for 1 .5 hours, then cooled to room temperature 
and concentrated in vacuo. The residue is partitioned between ethyl acetate 

25 and water. The organic layer is washed with water, dried over sodium sulfate, 
passed through a pad of diatomaceous earth and concentrated in vacuo. The 
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solid is collected by filtration to provide 3.90 g (75%) of a white solid, mp 89- 
90°C. - - - - 

1 HNMR (DMSO-d 6 ): S 13 (t, 3H), 3.04 (s, 3H), 3.06 (s, 3H), 4.25 (t, 2H), 
7.38 (t, 1H), 7.49 (0H), 7.57 (4 1H), 7.68 (d, 1H), 7.99 (s, 1H). 
5 MS (ES, positive ion rfiode): m/z baled for C14H16N2O3: 260.3, found: 260.9 

(M+k) + ; " ' " " ; 

Analysis for C14H16N2O3 
Calcd: C:64.60; H:6.20; N: 10.76 

Found: C:64.45; H:6.04; N: 10.64; ^ ?; - " • 

10 - > ' r 

' Example 83 *" 

4-Hvdroxvben2pr4.5]furor3^^^ 

A solution of 1.5 mL (30.0 mmol) of acetonitrile in 30 mL of tetrahydrofuran 
15 is added to a -78°C solution of 1 1 .4 mL of 2.5 M «-butyllithium (29.00 mmol) 
in 35 mL of tetrahydrofuran. After stirring at -78°C for 15 min a solution of 
3.7 g (14.2 mmol) of 3-(dimethylaminomethyleneaiiiino)ben2ofuran-2- 
carboxylic acid ethyl ester in 50 mL of tetrahydrofuran is added dropwise. 
After stirring at -78°G for 30 minutes^ the reaction mixture is allowed to warm 
20 to 0°C. The reaction mixture is cooled to -78°C and 3 mL of acetic acid is 
added. The solution is warmed to room temperature/ and the resulting 
precipitate is collected. This solid is combined with 20 mL of acetic acid and 
heated at reflux temperature for 1.5 hours. The mixture is cooled to room 
temperature and the solid is collected by filtration washing with saturated 
25 sodium bicarbonate, water, diethyl ether and ethyl acetate to provide 2.45 g of 
a red solid, mp > 310°C. 
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1 HNMR (DMSO-ds): 5 7.53 (t, 1H), 7.72 (t, 1H), 7.86 (d, 1H), 8.13 (d, 1H), 
8.80(s, 1H). • - v ^ > ■ 

MS (ES, positive ion mode): m/z calcd for C12H6N2O2: 210.2, found: 210.8 
(M+H) + . - ; 

5 Analysis for Ci2H6N2O2-6.50 H26 
Calcd: C:65.52; H:3.21;N:12.71 



Found: C.-65.5 1 ; H:3. 19; N: 12.94. 
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Example 84 :? 
4-CMorobenzor4.5ffurof3.2-blpTO 

A mixture of 2.10 g (11.0 mmol) of 4-hydroxybenzo[4,5]furo[3,2-b]p3oid^e- ; s 
5 3-carbonitrile in 15 mL of phosphorous o^chloride is heated^ at reflux 
temperature for 1.5 hours, then cooled to room temperature. Hexane is added 
and the solid is collected by filtration, dissolved in ethyl acetate and washed 
with cold 1 N NaOH. The organic layer is dried over sodium sulfate, filtered 
through a pad of diatomaceous earth and concentrated in vacuo to give 1.55 g 
10 (65%) of a red solid, mp 229-231°C. 

1 HNMR (DMSO-d,): 8 7.64 (t, 1H), 7.87 (t, 1H), 8.00 (d, 1H), 8.28 (d, 1H), 
9.14(s, 1H). 

MS (ES, positive ion mode): m/z calcd for C12H5CIN2O: 228.6, found: 228.9 
(M+H) + . 

1 5 Analysis for C12H5CIN2O 

Calcd: C:63.04; H:2.20; N:12.25 
Found: C:62.83; H:2.26;N:12.12. 

Example 85 

20 4-(3-Bromophenvlamino)benzor4.51to^ 

A solution of 300 mg (1.30 mmol) of 4-chlorobenzo[4,5]furo[3,2-b]pyridine- 
3-carbonitrile and 0.160 mL (1.43 mmol) of 3-bromoaniline in 8 mL of 2- 
ethoxyethanol is heated at reflux temperature for 24 hours. The reaction 
25 mixture is partitioned between ethyl acetate and saturated sodium bicarbonate. 
The organic layer is washed with saturated sodium bicarbonate, followed by 
brine, then dried over sodium sulfate, filtered through a pad of diatomaceous 
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earth and concentrated in vacuo. The resultant solid is collected by filtration 
to give 300 mg (42%) of a beige solid, mp 242-245?C. 

1 HNMR (DMSO-d 6 ): 8 7.21-7.57 (m, 5H), 7.70 (d, 2H), 8.18 (d, 1H), 8.74 (s, 
1H), 9.93 (s, 1H). 

5 MS (ES, negative ion mode): m/z calcd for Ci8HioBrN30: 362.4, found: 
361.8 (M-H)-. 

Analysis for Ci8HioBrN30 
Calcd: C.59.36; H:2.77; N.11.54 
Found: C:59.01; H:2.97;N:11.36. 

10 

Example 86 

4-f 4-Chloro-2-fluorophenv1aTn?nn')benzor 4.51furor3.2-blpvridine-3- 

carbonitrile 

15 A mixture of 200 mg (0.88 mmol) of 4-cMoroben2»[4,5]furo[3,2-b]pyridine- 
3-carbonitrile and 0.1 1 mL (0.97 mmol) of 4-chloro-2-fluoroaniline in 6 mL of 
2-ethoxyethanol is heated at reflux temperature for 4 days. A catalytic amount 
of pyridine hydrochloride is added and the reaction mixture is heated at reflux 
temperature overnight men cooled to room temperature. The reaction mixture 

20 is partitioned between ethyl acetate and water. The organic layer is dried over 
sodium sulfate, filtered through a pad of diatomaceous earth and concentrated 
in vacuo to provide 120 mg (40%) of a beige solid, mp 259-261°C. 

1 HNMR (DMSO-d*): 5 7.24-7.39 (m, 2H), 7.43-7.53 (m, 2H), 7.61 (d, 2H), 
8.09 (d, 1H), 8.49 (s, 1H), 10.07 (s, 1H). 
25 MS (ES, positive ion mode): m/z calcd for C18H9CIFN3O: 337.7, found: 
337.8 (M+H) + . 
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Analysis for C18H9CIFN3OI.O H26 

Calcd: C:60.77; H:3.12; N:li.81 ' 
Found: C:60.41; H:2.70;N: 11.60. 
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- Example 87 . 
4-f 3 -Hvdroxv-4-methvlphenvlamino)benzof4, 5]furo [3 ,2-b1pvridine-3 - 

carbonitrile 

5 A mixture of 200 mg (0.88 mmol) of 4-cUorobenTO[4,5]furo[3,2-b]pyridine- 
3 -carbonitrile and 120 mg, (0.97 mmol) of 5-amino-o-cresol in 6 mL of 2- 
ethoxyethanol is heated at 80°C for 15 hows and then at reflux temperature for 
10 hours. The reaction mixture is copied, to room temperature and partitioned 
between ethyl acetate and saturated sodium bicarbonate. The organic layer is 
10 washed with saturated sodium bicarbonate, dried over sodium sulfate and 
filtered through a pad of diatomaceous earth. Concentration in vacuo yields 
200 mg (72%) of a beige solid, mp 240°C dec. 

1 HNMR (DMSO-^): 5 2.13 (s, 3H), 6.61 (dd, 1H), 6.68 (d, 1H), 7.03 (d, 1H), 
7.51 (t, 1H), 7.63-7.74 (m, 2H), 8.1-5^(4 1H), 8.62 (s, 1H), 9.40 (s, 1H), 9.66 
15 (S, lip. ... „£ . , . - :r .^^v-^v^.^^.-rr 

MS (ES, positive ion mode): m/z calcd for C19H13N3O2: 315.3, found: 315.9 

(M+H) + , . , . ;. ..,.;-.<.. L . '<:'.? . ■ 

Analysis for C19H13N3Q2-0.2 H2O 
Calcd: C:71.54;H:4.22;N:13.17- - 
20 Found: C:71.39; H:4.31; N: 12.99. • 

•:• Example 88 
4-(4-Phenoxyphenylammo)berizo[4,5]luro[^ 



25 A mixture of 200 mg (0.88 mmol) of 4-cMorobenzo[4,5]furo[3^-b]pyridine-3- 
carbonitrile and 180 mg (0.96 mmol) of 4-phenoxyaniline in 5 mL of 2- 
ethoxyethanol is heated at reflux temperature for 3 hours. The reaction mixture 
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is cooled to room temperature and partitioned between ethyl acetate and 
satiated sodium bicarbonate. The organic layer is washed with saturated 
sodium bicarbonate, followed by brined then dried over sodium sulfate and 
filtered through a pad of diatomaceous earth- Concentration in vacuo yields 
5 115 mg (35%) of a beige solid, mp 175-1 79°C.> 

1 HNMR (DMSO-d,): 8 ^01-^18 (m, ^, 731-7.45 (m, 4H), 7.54 (d£ 1H), 

7.65-7.73 (m, 2H), 8.15 (d, lH)t 8:62 (s, 1^ £83 (s, 1H). " ? 

MS (ES, positive ion mode): m/k calcd for C2^fsN302: 377.4, found: 377.9 

(m+h) + : ■ " • • 

10 Analysis for C24H15N3O2 

Calcd: C:7638; H:4.01; N:l L13 
Found: C:76.13; H:3.96; N:11.14. 



*'< Example 89 ' ? ' ^' ' * 

15 4-(4-CMoro-2-fluorophenoxvVbenzor4.51furor3.2-b]pvridm 



A mixture of 0.530 mL (4.1 mmol) of 4-chloro-2-fluorophenol and 70'mg 
(1.25 mmol) of potassium hydroxide is heated until a homogeneous solution is 
formed. To this is added 170 mg (0.74 mmol) of 4-chlorobenzo[4,5]-furo[3,2- 
20 b]pyridine-3-carbonitrile and the mixture is heated for 1 hour. Ethyl acetate is 
added and the solution is washed with 1 N NaOH. The organic layer is dried 
over sodium sulfate, filtered through a pad of diatomaceous earth and 
concentrated in vacuo. Thej solid is coUected to give 1 15 mg (46%) of a beige 
solid, mp 138-140°C. 

25 1 HNMR (DMSO-d,): 5 7.41 (d, 1H), 7.57-7.85 (m, 5H), 8.25"(d, 1H), 9.10 (s, 
1H). 
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MS (ES, positive ion mode): m/z calcd for C18H8CIFN2O2: 338.7, found: 
338.8 (M+H) + . 

Analysis for C18H8CIFN2O2O.5 H2O 

Calcd: C:62. 16; H:2.61;N:8.06 
5 Found: C:62.00; H:2;34; N:7:7i. 
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Example 90 

4-(2.4-DicMoroanilinoV8-nifr^ 

A mixture of 160 mg (4.00 mmol) of sodium hydride (60% dispersion ..; 
5 in oil) and 648 mg (4.00 mmol) of 2,4-dichloroaniline in 10 mL of * 
dimethylformamide is stirred at room temperature for 1 hour. 4-Chloro-8- 
nitrobenzo[4,5]thieno[3,2-b]pyridine-3-carbonitrile, 578 mg (2.00 mmol), is 
added and the suspension is heated at 130°C overnight The reaction mixture 
is cooled to room temperature and partitioned between ethyl acetate and water. 

10 The organic layer is washed with water then dried over magnesium sulfate, 
filtered and concentrated in vacuo. Diethyl ether is added to the residue and 
the resultant solid is collected by filtration. The solid is suspended in diethyl 
ether and filtered. The filtrate is concentrated to a small volume and filtered to 
give 80 mg (29%) of 4-(2,4-chchloroanilino)-8-nitro[l]benzothieno[3,2- 

15 b]pyridine-3 -carbonitrile as an off-white solid, mp 210-213°C. 

1 HNMR (DMSO-J6): 8 7.58 (dd, J = 8 Hz, J = 2 Hz, 1H), 7.65 (d, J = 8 Hz, 
1H), 7.85 (d, J = 2 Hz, 1H), 8.36-8.45 (m, 2H),'8.87 (s, 1H), 9.01 (d, J = 2 Hz, 
1H), 9.97 (s, 1H). 

MS (ES, positive ion mode): m/z calcd for C18H8CI2N4O2S: 415.3, found: 
20 415.0, 417.0 (M+H) + . 

Analysis for C18H8CI2N4O2SO.2 C2H5OC2H5 
Calcd: C, 52.50; H, 2.34; N, 13.03. 
Found: C, 52.27; H, 2.46; N, 13.00. 



25 Example 91 

4-f3-BromoamlmoV8-mtrornbenzotfo^ 
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A solution of 400 mg (1.38 mmol) of 4-chloro-8-nitrobenzo[4,5]thieno[3 ? 2- 
b]pyridine-3-carbonitrile in 8 mL of 2-ethoxyethanol containing 160 mg (1.38 
mmol) of - pyridine hydrochloride, and : 0.180 mL (1.65 mmol) of 3- 
bromoaniline is heated at reflux for 4 hours. The reaction mixture is filtered 
5 hot and the solid is stirred with methanol and ammonium hydroxide. The 
mixture is poured into water and the solid is collected, washing with ethyl 
acetate to. - give 363 -mg (62%) of 4-(3-bromoanilino)-8- 
ni1xo[l]benzotMeno[3,2-b]pyridine-3-c^bonitxae as a brown solid, mp > 
300°C. •* ; 

10 1 HNMR (DMS0^6): 8 7.32 (d- J = 8 Hz, 1H), 7.40 (t, J = 8 Hz, 1H), 7.52 (m, 
2H), 8.37 (d, I = 8 Hz, 1H), 8.43 (dd, J = 8 Hz, J = 2 Hz, 1H), 8.92 (s, 1H), 
9.01 (d, J = 2Hz, 1H), 10.03 (s, 1H). 

MS (ES, positive ion mode): m/z calcd for Ci8H9BrN403S: 425.3, found: 
425.0,427.1 (M+H) + . 
15 Analysis for Cl8H9BrN403S 

Calcd: C, 50.84; H, 2.13; N, 13.17. .. ^ 

Found: C, 50.77; H, 2.47; N, 13.01. 



Example 92 

20 8-Amino^-(3-bromoamlinoV[11benzotMenor3.2-b1pvridm 
carbonitrile 

A mixture of 436. mg (1.03 mmol) of 4-(3-bromoanilino)-8- 
nitro[l]ben2»ttoeno[3,24^ 291 mg (5.19 mmol) of 

25 iron powder and 416 mg (7;77 mmol) of ammonium chloride in 160 mL of 
methanol and 110 mL of water is heated at reflux for 5.5 hours. The reaction 
mixture is filtered hot and the solid residue is extracted with several portions 
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of hot ethyl acetate followed by hot methanol. All the organic layers are 
combined and washed with water. The organic layer is dried over magnesium^ 
sulfate, filtered and concentrated in vacuo; Diethyl ether and hexane are added 
and the solid is collected by filtration to provide 87 mg of 8-amino-4-(3- 
5 bromoanilino> [llbenzotMenoP^-blpyridine-S^arbbnitrile. The filtrate is 
concentrated and purified by flash chromatography, eluting with a gradient of 
1:1 hexane/ethyi acetate to 100% ethyl acetate to give an additional 56 mg of 
8-ammo^-(3-bromoanilmo)^ as a 

bright yellow solid, mp 295-300°C dec. 

10 1 HNMR (DMSO-c/6): 8 5.43 (s, 2H), 6.95 (dd, f J = 8 Hz, J = 2 Hz, 1H), 7.21 
(m, 1H), 7.29-7.40 (m, 3H), 7.51 (d, J = 2Hz, 1H), 7.64 (d, J = 8 Hz, 1H), 
(8.77 (s, 1H), 9.67 (s, 1H). 

MS (ES, positive ion mode): m/z calcd for Ci8HnBrN4S: 395.3, found: 
395.2, 397.2 (M+H) + . ^ 
15 Analysis for Ci8HnBrN4S 

Calcd: C, 54.69; H, 2.80; N, 14.17. 
Found: C, 54.37; H, 2.85; N, 13.98. 

Example 93 

20 N- \4-(3 -Bromoanilino V 3 -cvano f 1 Ibenzotfaieno [3 ^-blpvridin-S-vllacrvlamide 

To a 0°C solution of 164 mg (0.417 mmol) of 8-amino-4-(3- 
bromoanilino)- [l]beniz»tMen6[3,2-b]pyridine-3-carbomtrUe mg 
(0.626 mmol) of l-[3^dimethylamino)propyl]-3-ethylcarbodiimide 
25 hydrochloride in 2 mL of dimethylformamide and 2 mL of tetrahydrofuran is 
added 0.045 mL (0.656 mmol) of acrylic acid followed by 0.110 mL (0.633 
mmol) of diisopropylethylamine. The reaction mixture is stirred at room 
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temperature for 4 hours then partitioned between methylene choride and water. 
The aqueous layer is extracted with additional methylene chloride and the. 
organic layers are combined, dried over magnesium sulfate, filtered and 
concentrated . in vacuo. The r . residue, is purified by flash chromatography, . 
5 eluting with a gradient of 95:5 methylene chloride/methanol to. 9:1 methylene* 
chlpride/methanol,- to provide 69 mg of ^ N-[4-(2.jbromoanilino)-3-: 
cy^o[l]benzothieno[3,2 r b]pyridin-8-yl]acrylan^ as a light tan solid, mp 
>300°Cdec. ^ . , ; t Tf- f-i - -< J v. 

1 HNMR (DMSO-cfe): 8* 5,8 T (dd, J"= 10 Hz, J = 2 Hz, 1H), 6.32 (dd, J = 17' 
10 Hz, J = 2Hz, 1H), 6.49 (dd, J = 17 Hz, J ='10 Hz, fift 7.25 Ifo ilk), 7.3 6-7,47 1 

(m, 2H), 7.80 (dd, J = 9Hz, J = 2 Hz, 1H), 8.00 (d, J = 9 Hz 5 lHj, 8.84 (s, 1H),- 

8.90 (d,J = 2Hz, 1H),9.81 (s, 1H); 10.46 (s, 1H). ^ ? ^ ; 

MS (ES, positive ion mode): m/z calcd for> C2lHi3BrN40S: 449.3, found: 

449.1, 451.2 (M+H)^, : s ' - * ■ - *" : u v 

15 Analysis for C2lHi3BrN40S 

Calcd: C, 56.13; H, 2.92; N, 12.47. ^ , ; • • k v " 

Found: C, 55.91; H, 3.08; N, 12.18. - 

Example 94 

20 N-r4-(3-BromoanilinoV3"Cvmorilbenzothienof3.2-b1pvfidm 

A 0.138 g (0.349 mM) portion of 6-amino-4-(3- 
bromoanUino)[l]ben2^tMeno[3,2-b]pyridine-3-carbom is dissolved in 2 
25 mL of tetrahydrofiiran and 2 mL of dimethylformamide at 0°C. To this is 
added 0.042g (0.583 mM) of acrylic acid, 0.105g (0.575 mM) of N,N- 
diisopropylethylamine and 0.106 g (0.554 mM) of l-(3- 
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dimethylaminojpropyl)-3^thylcarbodiiMde hydrochloride with stirring under 
nitrogen. The reaction mixture is stirred for 48 hours at room temperature, r ahd 
the solvent is removed under reduced pressure/ The residue is worked up with 
water (3 mL) and extracted with methylene chloride (10 mL)* dried with 
5 sodium sulfate and evaporated; > Purification of the product is carried oiit by 
silica gel chromatography, eluting with 20:1 chlorofonn/methanol. Further 
purification is achieved by preparative thin layer' chfoiikto^phy, eluting with* 
the same solvent system. Finally, the product is washed with ether to provide 1 
0.068. g (43%) of , : N-[4„-(3-bromoa 
10 b]pyridin-6-yl]acrylamide, m.p. 286-287°C.. . r - W w r .- A T 

l K NMR (DMSO-d6): 5 5.63 (d, 1H),: 6.3ft (d, 1H); 6.54 (dd, 1H), 7.22 ■« 
(d,lH), 7.36 (m, 2H), 7.44 (s, 1H), 7,63 (t,v 1H); 774 (d, 1H), 8.26 (d: 1H), / 
8.85 (s, 1H), 9.83 (s, 1H), 10.38 (s, 1H). f ? nr ,v • - ~ *T 

MS (ES, positive ion mode): m/z calcd for (^,H 13 BrN 4 OS:. ,449.32, found*- • 
15 451.3 (M+H) + -::r v : r ^ - 

Analysis for ^H^Br^OS.QiHioO O.8 H2O ; , ; ,p : 

Calcd: C; 55.82; H: 4.61; N: 10.42 ; : 

Found: C: 56.19; H: 4.86; N: 10.47. 

Example 95 -.' 

20 Methyl 3-amino-6-me1hoxv-2-naphthoate 

and 
Example 96 
Methyl 3-amino-7-methoxv-2-naphthoate 

25 To 100 mL of methanol at room temperature is added 2.20 g (55 mmol) of. 
60% sodium hydride in mineral oil. The solution is stirred for 5 minutes, and 
added to a suspension of 5.0 g (21.9 mmol) 6-methoxynaphtho[2,3-c]ftiran- 
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1,3-dione (Frank K. Brown, Peter J, Brown, D. Mark Bickett, C. Lynn 
Chambers, H. Geoff Davies, David N. Deaton, David Drewry, Michael Foley, 
AndrewB. McElroy, Michael Gregson, Gerald M: McGeehan, Peter L. Myers, 
David Norton, James M. Salovich, Frank. J. Schoenen, and Peter Ward; J. Med. 
5 Chenu, 1994, 37, 674-688) in 100 mL of methanol. The mixture is stirred at 
room temperature for 10 minutes, and concentrated. The residue is partitioned 
between ethyl acetate and saturated sodium carbonate solution. After 
separation of the layers, theaqueous layer is neutralized with concentrated 
hydrochloric acid to pH 1. The product is extracted with ethyl acetate, dried 

10 over magnesium sulfate, and concentrated. A solution of this residue, 10 g of 
diphenylphosphpryl azide, and 10 mL of triethylamine in 100 mL of toluene is 
refluxed for 15 minutes and added dropwise to a mixture of 800 mL of acetone 
and 100 mL of water at £0? C. v After continuing heating at 80?C for 1 hour, the 
mixture is concentrated in vacuo. The residue is partitioned between ethyl 

15 acetate and saturated sodium chloride solution/ Following separation of the 
layers, the organic; layer is , dried over magnesium, sulfate and concentrated. 
The residue is chromato graphed over silica gel, eluting with a gradient of 95:5 
hexane/diethyl ether to 70:30 hexane/diethyl ether, providing 365 mg of 
(7.2%) methyl 3-aminor6-methoxy-2-riaphthoate as a yellow solid, mp 152- , 

20 154°C, and 466 mg of (9.2%) methyl 3-amino-7-methoxy-2-naphthoate as a- 
yellow solid, mp 115-1 17°G. • ' 

Methyl 3-aniino-6-meth^oxy-2-naphthoate: 1 HNMR (CDC1 3 ): 8 3.89 (s, 3H); 
3.93 (s, 3H); 5.59 (br s, 2H); 6.79 (d, J =1.3, 1H); 6.84 (m, 2H); 7.59 (d, J = 
6.6, 1H); 8.40 (s, 1H). , 
25 MS (ES, positive ion mode): m/zcalcd for C 13 H 13 0 3 : 23 1.25, found: 232.2 
(M+H) + . 

Analysis for C l3 H 13 0 3 
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Calcd: C 67.52; H 5.67; N 6.06. - " " - ' 

Found:G 67.23; H 5.61; N 5.89. 

Methyl 3-amino-7-methoxy-2-naphthdate: : HNMR (CDC1 3 ): 8 3.87 (s, 3H); - 
3.94 (s, 3H); 5.42 (br s, 2H); 6.95 (s, 1H);7.02 (d, J = 1.8 Hz, 1H)'; 7.1 1 (dd, J 
5 = 6.7 Hz, 1= 1.8 Hz, 1H); 7.45 (d, J=? 6.7 Hz, 1H); 8.40 (s, 1H). 

MS (ES, positive ion mode): m/z calcd for C 13 H, 3 0 3 : 23 1 .25, found: 232.2 
(M+H) + . ■'■ ■ ■ -• 

Analysis for C} 3 H, 3 O 3 0.3H 2 O ; ; . i 

Calcd: C 65.98; H 5.79; N 5.92. • . J ^ : • ■ / 

10 Found:C 65.79; H 5.36; N 5.78. ' •' ' . ■"■ «* - • 

u> '"'-'r Example 97' '• : :'- - r -"• <3 ' c :i , . 

Methyl 3-ir(TT)-(alm etbYlflrai" o^memvl^^ 

15 A suspension of 1.2 g (5.2 mmol) of methyl 3-ammo^7-methoxy-2-riaphthoate 
in 30 mL of dimemylformamide dimethylacetal is refluxed^for 2.5 hours. The 
mixture is cooled to room, temperature. ' The resulting precipitate is collected 
by filtration and washed with ether. After drying in vacuo, this yields 1.28 g - 
(85.9%) of methyl 3-{[(E)-(dimethylammo)methyUdene]anuno}-7-memdxy- 

20 2-naphthoate as a light yellow solidj mp 160-162°C: 

, HNMR (DMSO-dg): 8 2.93 (br s, 3H); 3.00 (br s, 3H); 3.79 (s, 3H); 3.84 (s, 
3H); 7.15 (dd, J = 8;91 Hz, J = 2.55 Hz, 1H); 7.24 (s' 1H); 7.31 (d, J = 2.52 
Hz, 1H); 7.68 (d, J = 9.0 Hz, 1H); 7.71 (s, 1H); 7.94 (s, 1H). • : 
MS (ES, positive ion mode): m/z calcd for C, 6 H 18 N 2 0 3 : 286.33, found: 287.3= 

25 (M+H) + . 

Analysis for C 16 H 18 N 2 0 3 
Calcd: C 67. 12; H 6.34; N 9.78 
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Found:C 67.10; H 6.35; N 9.70. 

, . *; Example 98 v 

Metfavl 3-1 lYE )-f riimeth ylammolmethvlidene^ 

According to the procedure of example 97, the reaction mixture of 1.05 g (4:54 
mmol) of . methyl' ^;r3-ammo-^methoxy-2-naphthoater' in 20 mL "< of 
dimemylfonnamide dimethylaeetal is refluxed for 2.5 hours to give 840.5 mg 
(64.6%) of methyl 3-{[(E)-(dimemylammo)memyUdene]amino}-6-methoxy- : 

10 2-naphthoate as a beige solid, mp 122-124 P C.:. ; 1 , ; ■ ' 

'HNMR (DMSO-dg): 8 2.95.(br s; 3H); 3.09 (br s, 3H); 3.78 (s, 3H); 3.85 (s, 
3H); 7.00 (dd, J = 8.94 Hz, J = 2.52 Hz, 1H); 7.14 (d, J = 2.4 Hz, 7.17 (s, ' 
1H); 7.70 (s, 1H); 7-79 (d, J = 8.94 Hz, 1H);8.01 (s, 1H). . : ^ . 
MS (ES, positive ion mode): m/z calcd for C 16 H 18 N 2 0 3 : 286.3, found: 287.3/ 

15 (M+H) + . . " ., - ■ ;;, •/ 

Analysis for C I6 H lg N 2 O 3 0.1H 2 O 
Calcd: C 66.69; H 6.37; N 9.72 
Found:C 66.68; H 6.45; N 9.42. 

20 x >^ „ ■ 

7-Methoxv-4-oxo- 1 .4-dihvdrobenzo rg ]quinnl ine-3-carbonitrile 

To a solution of ,4.75 mL (11.88 mmol) of rc-butyllithium (2.5M in hexane) in 
4.0 mL of tetrahydrofuran at -78°C is added dropwise a solution of 0.68 mL 
25 (13.1 mmol) of acetonitrile in 6.8 mL of tetrahydrofuran. After completion of 
addition, the suspension is stirred for 10 minutes. To this is added 1.36 g (4.75 
mmol) of methyL3-{[(E)-(dimethylamino)methyUdene]amino}-7-methoxy-2- 
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naphthoate in 32 mL of tetrahydrofuran dropwise. The resulting reaction 
mixture is stirred at -78°C for 1 hour, at -5°C for 1 hour and at room 
temperature for 15 minutes. The reaction mixture is again cooled to -78°C and 
1.72. g (28.6 mmplXof acetic acid r .is added drdpvvisei After "addition of the . 
5 acetic acid, the reaction mixture is allowed to warm to room temperature. The 
precipitate is collected by: filtration and washed sequentially with water, 
acetonitrile and methanol:; -After drying in vacuo, this yields 796.9 mg (67%) 
of 7-methoxy^oxoTl,4rdihydrobenzo[g]qumoline-3-b deep 
yellow solid, mp >260?G: -\h L' ru : y . v ^n; ,V ^ < f ; : ' - y> - v 

10 'HNMRpMSO^as^l (s, 3H); 7.35 (dd, J = 9.0Hz, J = 2.7 Hz, IH);-^ 
7.62 (d, J = 2.4 Hz, 1H); 8.03 (d, J = 9.0 Hz, 1H); 8.23 (m, 1H); 8.09 (s- 1H); 
8.71 (s, 1H); 8.75 (s,lH). /:) : v : r : J m ; . -.0 0 V 

MS (ES, positive ion mode): m/z calcd for C; 5 H 10 N 2 O2: 250.3 ,~fdund: 251.1 
(M+H) + ; : f-v-N .-" >v . v~ - - ' ■ / — - ■•• -* : •■ - . ' " 

1 5 Analysis for C 15 H 10 N 2 O2-0.3H 2 O-0.3CH 3 CN ^" 
Calcd: C 69.92; H 4.33; N 12.02 - 
Found:C 70.25; H 4.06; N 11.89. V ; > ^ " 

Example 100 

20 8-Methoxv-4-oxo-1.4-dihvdfobeh^ 

To a solution of 2.81 mL (7.03 mmol) of w-butyllithium (2.5M in hexane) in 
2.0 mL of tetrahydrofuran at -78°C is added dropwise a solution of 0.448 mL 
(8.44 mmol) of acetonitrile in 4.4 mL of tetrahydrofuran. After completion of 
25 addition, the suspension is stirred for 10 minutes. To this is added 804.5 mg- 
(2.81 mmol) of methyl 3-{[(E)-(dimethylamino)methylidene]amino}-6- 
methoxy-2-naphthoate in 18 mL' of tetrahydrofuran dropwise. The resulting 
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reaction mixture is stirred at -78°C for 1 hour and at -5°C for 1 hour. The 
reaction mixture is again cooled to -78°C and 4.0 mL (69.9 mmol) of acetic 
acid is added ; dropwise. The reaction mixture is warmed up> to room 
temperature and stirred overnight The precipitate is collected by filtration and ' 
5 washed sequentially with water, acetonitrile and methanol. After drying in 
vacuo 9 this yields 468.6 mg (67%) of 8-methoxy74-oxo-l,4- 
dihydrobenzo[g]quinoline-3-carbonitrile as a yellow solid, mp >265°C. 
l HNMR (DMSO-dg): 8 3.93 (s, 3H); 7.22 (dd, J - 9.12 Hz, J s- 2.46 Hz, 1H); 
7.45 (d, J = 2.34 Hz, 1H); 7.98 (s, 1H); 8.13 (d, J = 9.18 Hz, 1H); 8.74 (s, 1H); 
10 8.75 (s, 1H). , ' . 

MS (ES, positive ion mode): m/z calcd for C 15 H 10 N 2 O 2 : 250.2567, found: 
249.1 (M-H)~ 

Analysis for C 15 H 10 N 2 O20.2H 2 O 
Calcd: C 70.97; H 4.14; N 11.03 ; 
15 Found:C 70.74; H 3.96; N 11.14; : r • r 

> , Example 101 v . 

4-Ghloro-7-methoxvbenzo f gl quinoline-3 - carbonitrile 

20 A reaction mixture of 767.7 mg (3.1 mmol) of 7-methoxy-4-oxo-l,4- 
dihydrobeiizo[g]quinoline-3-carbonitrile in 12 mL of phosphorus oxychloride 
and 5 drops of N,N-dimethylformamide (DMF) is refluxed for 2 hours. After 
cooling, the mixture is. concentrated to dryness in vacuo to give a dark residue. 
The residue is partitioned between methylene chloride and ice-cooled saturated 

25 aqueous sodium carbonate solution. The organic layer is washed with ice- 
cooled brine and dried over sodium sulfate. The crude product is passed 
through a short column of silica gel, and further eluted with additional 
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methylene chloride, followed by 95:5 methylene chloride/ethyl acetate. 
Removal of the solvent in vacuo yields 532.0 mg (64.7%) of 4-chloro^7- 
memoxybenz»[g]q^iinoline-3-carbonitrile as a bright yellow solid^ mp 242- 
243°c. • ••• ■ ■■ : ■ •'• ! -"■ 

5 'HNMR (DMSO-d 6 ): 8 3.98 (s, 3H); 7:45 (dd, J = 9.21 Hz, J = 2.4 Hz, IH); 
7.75 (d, J = 2.04 Hz, 1H); 8.24 (d, J = 9.27 Hz, 1H); 8.83 (s, 1H); 8.89 (s, IH); 
9.10 (s,lH). - ->.:':-,:.:.-.--'. - 

MS (ES, positive ion mode): m/z calcd for C 15 H 10 CIN 2 0: 268.7, fotind: 269.Y' 
(M+H) + •• - '• ,! -• ■■• ' • : ■ ■ ' ■ ■ ■ 

10 Analysis for C 15 H I0 N 2 O2 0.1H 2 O 

Calcd: C 66.60; H 3.43; N 10.35 " < < 

Found: C 66.52; H 3.15; N 10.32. 

Example 102 1 ' ■ 

15 4-CMoro-8-methoxvbenzofg]quinoh^e-3-carbomniie ^ 

According to the procedure of example 101, 446.7 mg (1.8 mmol) of 8- 
methoxy-4-oxo-r,4^dihydrobenzo[g]quiholihe-3-car is refluxed in 102 

mL of phosphorus oxychloride and 4 drops of N, N-dimethylformamide 
20 (DMF) for 1.5 hours to give 389.0 mg (81 .6%) of 4-chloro-8-meth6xy- 
benzo[g]quinoline-3-carbonitrile as a bright yellow solid, mp 258-260°C. 
'HNMR (DMSO-d 6 ): 5 3.99 (s, 3H); 7.41 (dd, J = 9.24 Hz; J - 2.43 Hz, 1H); 
7.75 (d, J = 2.22 Hz, 1H); 8.32 (d, J = 9.3 Hz, 1H); 8.70 (s, 1H); 8.99 (s, IH); 
9.13 (s,lH). 

25 MS (ES, positive ion mode): m/z calcd for C 15 H,C1N 2 0: 268.7, found: 269. 1 
(M+H) + . • 
Analysis for C, 5 H I0 N 2 O2 0.1H 2 O 
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Calcd: C 66.60; H 3.43; N 10.35 
Found: C 66.56; H 3.22; N 10.33. 

Example 103 

5 4-(2.4-Dic hloroaiii1i noV7-meflioxvbenzorg]quino1iTie0^arbonitrile 

According, to the procedure of Example 14; a reaction mixture of 657.8 mg 
(4.06 mmol) of 2,4-dichIoroaniline and 162.4 mg (4.06 mmol) of. sodium 
hydride in 18 mL of anhydrous DMF is stirred at room temperature for 0.5 

10 hour; To &e mixture isr added t 494.0 mg (1.84 mmol) of . 4-chloro-7- 
memoxybenzo[g]qumoliner3-carbonitrile. The resulting mixture is heated at 
55°C for 1 hour; After work up, 624,6 mg (86.2%) of 4<2,4-mcWoroanilino)- 
7-memoxybenzo[g]qumoline-3-carbonitrile is obtained as a yellow solid, mp 
215-217°C. ' ..; r 

15 'HNMR (DMSO-dg/TFA): 8 3.99 (s, 3H); 7.49 (d, J = 2.28 Hz, 1H); 7.62 (dd, 
J=9.18 Hz, J = 2.43 Hz, 1H); 7.68 (dd, J = 8.55 Hz, J = 2.28 Hz, 1H); 7.81 (d, 
J = 8.55 Hz, 1H); 7.94 (d, J = 2.25 Hz, 1H); 8.18 (d, J = 9.27 Hz, 1H); 8.59 (s, 
1H); 9.28 (s, 1H); 9.40 (s, 1H). 

MS (ES, positive ion mode): m/z calcd for C^H^ClaNaO: 394.3, found: 394.1, 
20 396.1 (M+H) + . 

Analysis for Q^iaC^NjO 

Calcd: C 63.9JB; H 3.32; N 10.66; " 
Found: C 66.89; H 3.35; N 10.44. 

25 Example 104 

4-(2.4-DicMoroamlmoV8-memoxvbenzorg1quinolme-3<;arbonitrile 
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According to the procedure of Example 14, a reaction mixture of 487.7 mg 
(3.01 mmol) of 2,4-cUchloroaniline and 120.6 mg (3.01 mmol) of sodium 
hydride in 15 raL of anhydrous DMF is stirred at room temperature for 0.5 
hour. To the mixture is added 367.0 mg (1.37 mmol) of 4-chloro-8- 
5 methoxybenzo[g]quiholine-3-carbonitrile. The resulting mixture is heated at 
55°C for 0.5 hour. After work up, 443.3 mg (82.1%) of 4-(2,4- 
dicUoroanilirio)-8-methoxybei^ is obtained as a 

yellow soUd*mp>260 o Cr v 

1 HNMR (DMSO-dg/TFA):' 5 4.02 (s, 3H); 7.47 (dd, J = 9.15 Hz, J = 2.28 Hz, 
10 1H); 7.66 (mi 2H); 7.81 (d, J:= 8.55 Hz, 1H); 7.91 (d, J = 2.28 Hz, 1H); 8.17 

(d, J = 9:24 Hz, 1H); 8.47 (s,TH); 8.28 (sHH); 9:49 (s^lH); - 

MS (ES, positive ion mode): m/z calcd for (^HuCy^O: 394.3, found: 394.1, 

396.1 (M-fH)V . i- v v - v 

Analysis for Q,H u a^ 3 O-0£%O 
15 Calcd: C 63.40; H 3.39 N 10.56 ' 

Found: C 63:40; H 3.43; N 10.35. 

Example 105 

4-(2.4-DicMoroanilinb^^ : 

20 

A reaction mixture of 566.5 mg (1.44 mmol) of 4-(2,4-dichloroanilino)-7- 
methoxybenzo[g]quinoline-3-carbonitrile and 10 g of pyridine hydrochloride 
is stirred at 215°C for 50 min imder nitrogen. After cooling, the mixture is - 
neutralized with 40 mL of a 3% ammonium hydroxide solution and stirred for 
25 0.5 hour. The separated solid is filtered off and washed with water and ether. 
After drying in vacuo, this yields 527.9 mg (96.5%) of 4-(2,4-dichloroanilino)- 
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7-hydroxybenzo[g]qtmoline-3-carboiiitrile as a salmon color solid, mp 
>300°C. 

1 HNMR (DMSO-d/TFA): 5 7.47 (s, 1H); 7.53(dd, J = 9.06 Hz, J = 2.28 Hz, 
1H); 7.67 (dd, J = 8.55 Hz, J = 2.25 Hz, 1H); 7.81 (d, J = 8.52 Hz, 1H); 7.92 ^ 
5 (d, J = 2.22 Hz, 1H); 8.23 (d, J = 9.15 Hz, 1H); 8.55 (s, 1H); 9.24 (s, 1H); 9.30 
(s, 1H). 

MS (ES, positive ion mode): m/z calcd for C^uC^fi: 380.2, found: 380.2, 

382.1 (M+EQ+ . ^-v^.,^ v^?:Y,>^ , r ^r; ^UWAO 

Analysis for C^oH u Cl 2 N 3 0. 1 .3H 2 0 
10 Calcd: C 59.51; H 3.40N 10.41 

Found: C 59.63; H 3;30; N 10.50, : . w. .. . i - r u 

-l:vi; ^.Example 106 : \ — ; . ;.,.>_- , <?v . r j /..^^.^a: •■ 
4-(2.4~DicMoroanilinoV84iv^ : 

^ - - • . t • . : -. <vvr ^ . i.-'f 

According to the propedure of example 105, the reaction mixture of 373.9 mg , 
(0.954 mmpl) ? of 4-(2,4-dicMorpam 

carbonitrile and 10 g of pyridine hydrochlpride is stirred at 215°C for 1 hour, 

under N 2 . After cooling, the mixture is neutralized . with 40, mL of a 3% 
20 ammonium hydroxide solution and stirred for 0.5 hour. The separated solid is, 

filtered off and washed with water and ether. After drying in vacuo, this yields . 

333.4 mg (92.6%) of 4 : (2,4-dicUproanilino)-8-hy<t^ 

carbonitrile as a yellow solid, mp 267-269°C. ¥ . 

'HNMR (DMSO-d/TF A) : 8 7.44 (s, 1H); 7.47 (d, J = 2.22 Hz, 1H); 7.67 (dd, 
25 J = 8.49 Hz, J = 2.28 Hz, 1H); 7.80 (d, J = 8.52 Hz, 1H); 7.94 (d, J = 2.25 Hz, 

1H); 8.15 (d, J = 9.78 Hz, 1H); 8.30 (s, 1H); 9.25 (s, 1H); 9.44 (s, 1H). 
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MS (ES, positive ion mode)?m/z calcd for C^ H C1^ 3 0: 380.2, found: 380.2, 
382.1 (M+H) + . 

Analysis for C^oH u Cl 2 N 3 0-iH 2 0 ' r 

Calcd: C 60.31; H 3.29; N 10.55 : : : > 

5 Found: G T 60.22r H 3.23; N 10.32* • * ~ : ? 

; ' ' Example 107 ' - 

4-r2.4-DicMoroaiiilinoW"f2-rdimetfavlamino)ethoxv1 benzorglquinolirie^- 

; carbonitrile ^ * J ' -7 ; ^, ^ 

10 ±. ^ v.- 3: •->>:■■ : 

To a suspension of 189,1 mg (0.50 mmol) of 4-(2,4^dicU6roaM 
hydroxybenzo[g]quinoline-3 -carbonitrile, 207.2 mg (0.79mmol) of 
triphenylphosphine and 66.9 mg (0.75 mmol) of 2-(dimethylamino)-ethanol in 
3.0 mL of rinhydrbus/methy^^ added dropwise* diethyl 

1 5 azodicarboxylate. The resulting reaction mixture is stirred at room temperature 
under nitrogen for 2 days. The solvent is concentrated in vacuo and the residue 
is purified oh pf^pi^tive thin layer chromatography ^ (developing solvent: 9:1 
methylene cMoride/metliahbl) to provide '46.3 ihgi (20.5%) of 4^(2,4- 
cUcMoroamlino)-7-[2-(diinethylamino)etho^ ■ " benzo[g]quinoliiie-3- 

20 carbonitrile as ay elldw solid, mjp 11 5^11 7°C; i( ^ 

! HNMR (DMSO-d,): 8 2.50 (s, 6H); 2:72(m, 2H); 4:21(in; 1H); 4.38(m, 1H); 
6.98 (d, J = 8.46 Hz, 1H); 731 (m, 2H); 7.51 (d, T=2.oYl&; 1H); 7.60 (s, 
1H); 8.02 (d, J = 9.18 Hz, 1H); 8.20 & iH); 8.27 (s, lH)j 8:33 (s, 1H); 8.98 (d, 
J=15.72Hz;lH). ; • 

25 MS (ES, positive ion mode): m/z calcd for (^ 4 H 20 Cl 2 N 4 O: 451.4, found: 451.2, 
453.3 (M+H)+ ? 
Analysis for C 20 H n Cl 2 N 3 O1.3H 2 O 



WO 01/47892 



250 



PCT/US00/35616 



Calcd: C 60.71; H 4.80; N 11.80. ; • " 

Found: C 60.62; H 4.92; N 12.20 

• . v • -?-« • . • *'.-'--i 4 "." : . - : ; *"• *-- • 

5 :: Example 108 - > 

i i r. 1 -( r 2-ChloroethoxvV2-methoxvbenzene 
v .;■ . "I v.;' ^•yn; -v., - • . :-y. i .■ 

A mixture of ; 52.88 g (0.426 mole) of guaiacol* 100 g (0.426 mole) of 
cMoroethjd tosylate, 88.3 g (0.639 mole) of powdered potassium carbonate 
10 and 600 mL o£2-butanone is stirred mechanically and refluxed for 2 days. 
The reaction is filtered and the solid is rinsed with 2rbutanoheV The filtrate is 
evaporated and the residue taken up in ether and washed with IN NaOH to - 
remove unreacted guaiacol. . The ether layer is dried over sodium sulfate,* :l 
filtered and evaporated to give an oil which slowly crystallized; The'solid is 
15 isolated with cold cyclphexane to give 41.47 g (52%) of l-(2-Chloroethdxy)- v 
2-methoxybenzene as a white solid, m.p. 42-3°C. 

1 HNMR (CDC1 3 ): 8 6.85-7.02 (m, 4H); 4.28 (t, J = 6.3 Hz, 2H); 3.87 (s, 3H);1 
3.84 (t, J = 6.3 Hz, 2H). v 
MS (ES, positive ion mode): m/z calcd for C 9 H n C10 2 : 186.64; found: 187.4 5 
20 (M+H) + . 

Analysis for X C\0 2 , - 

Calcd: C 57.92; H 5.94 \ . ... ^ 0 

FoundrC 57.80; H 5.94 , ^ ; 

25 Example 109 

l-(2-chloroethoxv>-4.5-bisf chloromethvlV2-methoxvbenzene 
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To a solution of the 55.99 g (300 mmol) of l-(2-Chloroethbxy>2- 
methoxybenzene in 250 mL 1,4-dioxane is added 40 mE of concentrated 
hydrochloric acid while stirring at 0°C. While bubbling in HC1 gas, 30 mL of 
35% formalin is added. After 45 minutes, another equal volume of formalin is 
5 added The addition of HC1 gas 1 is. continued for 6 hours, the ice-bath is 
removed after 2 hours and; allo\yed to warm to ambient temperature. The 
reaction mixture is stirred overnight at ambient temperature. The green 
reaction mixture is then cooled in an; ice bath and the resulting solid is filtered 
and washed with cold dioxarie/water (2.5:1). The solid is chrbmatographed on: 

10 silica gel elutirig with 2:1 hexanes/dichloromethane to give 36.35 g (42%) of I ? 
l-(2-cUoroethbxy)^5-bis(c^ as a white solid; 

m.p. U7-8°C; v ; .V;.: r . ■ 

'H^TMR (CDGI3): 5 6.92 (s,L1H); 6.91 (s, 1H); 4.70 (sj 2H); 4.69 (s,2H); 4.29 - 
(t, J-=6^H^:2H);3.9Q(s/3H);3;84(1; J = 6.2Hz,2H) • : ^ - ? - 

1 5 MS (ES, positive ion mode): m/z calcd for C n H 13 Cl 3 0 2 : 282.00; found: 282.0 

(M+H)\ : i : A • ■ - .V ■ ■ »* v ; - - ■ ^ - - f . f 

Analysis for C n H 13 Gl 3 0 2 ^ •< > \J- ^ • 

Calcd: C 46.59; H4.62 

Found:C 46.59; H 4.70 < ■ . / : - : 

20 ; 0 r 

Example 110 ' 
2-rracetvloxv^methvl1>4-r2rcMoroethoxvV5-methoxvbenzvl acetate 
To a solution of 5.67 g (0.020 mole) of l-(2-chloroethoxy>4,5- 
bis(chloromethyl)-2-methoxybenzene in 75 ml acetic acid is added a solution 
25 of 3.5 g of anhydrous sodium acetate in 100 ml acetic acid. This mixture is 
refluxed with stirring fo? 2 hours. Solids are removed by filtration and washed 
with acetic acid. The filtrate is evaporated to approximately 30 ml, then 



WO 01/47892 



252 



PCT/TJS00/35616 



poured into water and extracted with- ether. The organic phase is washed with 
aqueous sodium carbonate, water and brine. After drying over sodium sulfate, 
the solution is filtered and evaporated to give 5.69 g (86%) of 2- 
[(acety!oxy)metliy^ acetate as a white 

5 solid, m.p.79.-8p°C< - , f , r ~ ... 

'HNMR (CDC1 ? ): 8 6.96 (s, 1H); 6.94 (s, 1H); 5,14 (s, 2H); 5.12 (s, 2H); .4.29 
(t, J = 6.2 Hz, 2H); 3.89 (s, 3H); 3.84 (t, J = 6 ; 2 Hz,,2H); 2.09 (s, 3H); 2.08 (s, 

MS g^: a ^z«|]cdf»C^i^l0 6 : 330.09, found: 329,72 (M 4 ). p ; i 

10 Analysis for C 15 H 19 C1Q« - : ~ 

Calcd: C 54.47; H 5.79 M . t . ; . 3 t / i ; . ; .c- 

Found:C 54.61; H 5.59 ;± - . 
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• Example 111 

r4-(2-cMoroeth6xyV2 

A solution of 14.0 g of the 2-[(acetyIoxy)met^^ 
5 methoxybenzyl acetate in 600 mL of methanol is stirred and cooled in an ice 
bath while ammonia gas" is bubbled in, until the solution is saturated. The 
flask' is stoppered arid stored in the refrigerator for 15 Hours. The reaction 
mixture is evaporated to give a white solid which is dried and ' ' 
chromatographed on a silica gel c^luim eluting with 2:1- hexaiieis/ethyl : acetate, •' - 

10 to give 9.87 g of [4-(2-cmoroethoxy)-2^ydroxymethyl)-5- 
methoxyphenyl]methanol as a white solid, m.p. 93-4°C. 
1 HNMR (CDC1 3 ): 8 6.94 (s, 1H); 6.93 (s, 1H); 4.68 (br s, 4H); 4.29 (t, J = 6:2 
Hz, 2H); 3.88 (s, 3H); 3.83 (t, J = 6.2 Hz, 2H); 2.77 ( br s, 1H); 2.71 (br s,lH). 
MS (ES, positive ion mode): m/z calcd for C n H 15 C10 4 : 246.1, found: 264.10 

15 (M+NH 4 ) + . 

Analysis for C n H 15 C10 4 
Calcd: C 53.56; H 6.13 
Found:C 53.86; H 6.11. 

Example 112 

20 4-(2-chloroethoxv^-5-methoxvphthalaldehvde 

To a 500 mL 3 -neck round bottom flask fitted with mechanical stirrer, 
thermometer and addition funnel is added 100 mL dry methylene chloride and 
8 mL of oxalyl chloride under nitrogen. This is cooled to -78°C in a dry 
25 ice/acetone bath, then 13.6 mL DMSO in 25 mL dry methylene chloride is 
added dropwise. After complete addition it is further stirred for 5 minutes. 
Then 9.87 g of [4-(2-chloroethoxy)-2-(hydroxymethyl)-5- 
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methoxyphenyl]methanol in 10 mL of dry methylene chloride (with enough 
DMSO added to dissolve the solid) is added dropwise. The reaction mixture is 
stirred for an additional 30 minutes, then 100 mL of triethylamine is added 
slowly at -78°C. The solution is stirred for 10 minutes, allowed to warm to 
5 room temperature and then 200 mL of ice/water is added. The aqueous layer 
is extracted with methylene chloride (2x100 mL). The organic layer is dried 
over MgS0 4 , filtered and evaporated to give the crude product as a solid. This 
solid is slurried with cold methanol and filtered, washed with cold methanol, 
then dried to give 6.37 g of 4-(2-chloroethoxy)-5-methoxyphthalaldehyde as a 
10 yellowish solid, m.p. 1 13-4°C. 

'HNMR (CDC1 3 ): 8 7.49 (s, 1H); 7.47 (s, 1H); 4.43 (t, J - 5.9 Hz, 2H); 4.03 (s, 
3H);3.91(t,J = 5.9Hz,2H). 

MS (ES, positive ion mode): m/z calcd for C n H n C10 4 : 242.03, found: 242.0 
(M+H)\ 
15 Analysis for C n H u C10 4 
Calcd: C 54.45; H 4.57 
Found:C 54.32; H 4.21. 

Example 113 

Ethyl 3-nitropropionate 

20 

A mixture of 25 g (0.21 mole) of 3-nitropropionic acid, 300 mL of absolute 
ethanol and 10 drops of concentrated sulfuric acid is refluxed overnight. The 
reaction mixture is evaporated, and the residue partitioned between water and 
ether. The ether layer is washed with water, aqueous sodium bicarbonate 
25 solution and brine, then dried over sodium sulfate. The ether is removed in 
vacuo and the product distilled as a clear liquid to provide 21.54 g (69%) of 
Ethyl 3-nitropropionate as a clear oil, b.p. 160-165°C at 120 mm Hg. 
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1 HNMR (CDCI3): 8 4.66 (t, J = 6.1 Hz, 2H); 4.18 (q, J = 7.1 Hz, 2H); 2.98 (t, J 
= 6.1 Hz, 2H); 1.28 (t, J = 7.1 Hz, 3H). 
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Example 114 

ethvl 7-r2-cMoroethoxvV6-methoxv-3-nitro«2-naphthoate 

and 
Example 115 

5 ethvl 6"r2^hloroethoxv > )-7-methoxV"3"nitro-2«naphtfaoate . 

To a solution of 2.43 g of ethyl 3-nitropropionate in 15 ml of absolute ethanol 
cooled usmg an ice bath, is added 20 mL of 1 N sodium ethoxide* in ethanol 
dropwise over 10 minutes keeping the temperature at 0-5°C. A slurry of 4^(2- 

10 chloroethoxy)-5^methoxyphthalaldehyde in 5 mL of ethanol is added. The ice 
bath is removed and the reaction allowed to warm to room temperature and 
stirred for. 16 hours; The reaction is transferred to a beaker with 300 mL of | 
water and neutralized with acetic acid to pH 4. The solid is collected and 
washed first with w-ater, then with 40 mL of cold ethanol. The solid is dried to 

15 provide 2.48 g. (70%) of ethyl 7-(2-chloroethoxy)-6-methoxy-3-nitro-2-: ■:■ 
naphthoate and ethyl 6-(2-cUoroethoxy)-7-methbxy-3-hitro-2-naphthoate (1:1 
mixture) as a yellow solid, m.p. 1 1 9-29°C dec. ^ 
1 HNMR (CDC1 3 ): 5 8.27 (s; 1H); 8.05 (s, 1H); 7.24 and 7.23 and 7.22 (3s, 
2H); 4.37-4.45 (m, 4H); 4.03 (s, 3H); 3.95 (t, J = 6.0 Hz, 2H); 1.38 (t, J = 7.1 

20 Hz, 3H). r ; • / . 

MS (ES, positive ion mode): m/z calcd for C 16 H 16 C1N0 6 : 353.1, found: 354.2 
(M+H)\ 

Analysis for C 16 H 16 C1N0 6 
Calcd: C 54.32; H 4.56; N 3.96 
25 Found:C 53.96; H 4.43; N 3.71. 
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Example 116 

ethyl 3 -ami no-7-f 2-chloroeth6xv V 6-methoxv-2-riaphthoate 

and 
Example 117 

5 ethyl 3-anim o-6-(2-cMoroethoxvV7-meth^^ 

A 1.60 g portion of ethyl 7-(2-chloroethbxy>6-metho^ 

and ethyl 6r(2-cMoroethoxy)-7-inethoxy-3-m^ (1:1 mixture) is 

heated in 100 mL absolute ethanol until dissolved. The solution is allowed to 

10 cool to room temperature and 0.2 g of 10% palladium on carbon is added: 
Hydrogenation is carried out in a Parr apparatus at 50 psi for 2 hours: The 
reaction mixture is filtered through celite and the filter cake is rinsed with 
ethanol. The filtrate and washes are combined and evaporated to give ethyl 3- 
ammo-7-(2HcMoroetli6xy^ arid ethyl 3-aminb-6-(2- 

15 cMoroethoxy)-7-methoxy-2-naphthoate (1:1 mixture) as a greenish yellow 
solid; 1.28 g (87%), m.p:104-8°C; 

'HNMR (CDC1 3 ): 8 8.34 and 8.32 (2s, 1H); 7.06 arid 7.03 (2s, 1H); 6.85 and 
6.84 (2s, 1H); 6.82 (s, 1H); 5.52 (br s, 2H); 4.30-4.43 (m, 4H); 3.97 and 3.93 
(2s, 3H); 3.89 (t, J = 6.6 Hz, 2H); 1.44 (t, J = 7.1 Hz, 3H). 
20 MS (ES, positive ion mode): m/z calcd for C 16 H 18 C1N0 4 : 323.1, found: 3243 
(M+H) + . ; - • 

Analysis for C 16 H 18 C1N0 4 
Calcd: C 59.35; H 5.60; N 4.33 
Found:C 59.54; H 5.74; N 4.08. 



25 



Example 118 
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8-(2-cMoroetho:xy)-7-meth^ 

. , carbonitrile r v 

■>-.*>"■ ■•; • . r.. \ " and »■> h*. ^ — , . * 

. Example lift - 

5 ZrQzchlorg^^ 

carbonitrile ;) - •.• t - \ r v;- — 
• : r : • . ■V,.^r I: .•■■•:v v.; a ■ v 

A 648 mg portion of ethyl 3-amino-7-(2-chloroethoxy)-6-methoxy-2- ' 
naphthoate and 

10 ethyl 3-amino-6-(2-chloroethoxy)-7-methoxy-2-naphthoate (1:1 mixture) and 
5 mL of dimethylformamide dimethylacetal is heated to reflux using an oil 
bath. The reaction is kept at reflux overnight. Solvent is removed in vacuo to 
provide crude ethyl 6-(2-chloroethoxy)-3-{[(jB)- 

(dimethylamino)methyhdene]amino and ethyl 7-(2- 

1 5 chloroethoxy)-3 - { [(JE)-(dimethylamino)-methylidene] amino } -6-methoxy-2- 
naphthoate (1 : 1 mixture) as a dark red mixture. 

To 2.5 mL of dry tetrahydroforan at -78°C is added 1.8 mL of 2.5 M n- 
butyllithium (4.4 mmol). Then 0.24 mL of dry acetonitrile in 4.5 mL of dry 
tetrahydrofuran is added dropwise over 10 minutes. This is stirred and 

20 additional 15 minutes at -78°C, then the ethyl 6-(2-chloroethoxy)-3-{[(£)- 
(dknethylamino)methyUdene]-amino}-7-methoxy-2-naphthoate and ethyl 1- 
(2-cMoroethoxy)-3-{[(^-(dimethylamino)methyhdene]amm 
naphthoate (1:1 mixture) is dissolved in 3 mL of tetrahydrofuran and added 
dropwise over 15 minutes. The reaction mixture is stirred for 30 minutes at - 

25 78°C, then quenched with 0.57 mL of glacial acetic acid, and wanned to room 
temperature. To the yellow mixture is added 10 mL of water. The solids are 
filtered, washed with water and dried to give 0.502 g of 8-(2-chloroethoxy)-7- 



WO 01/47892 



259 



PCT/US00/35616 



methoxy-4-oxo-l,4tdmydrbben^ and . 7-(2- 

chloroemoxy)-8-me1hoxy-4-oxo-l,4^dmydr6^ 
(1:1 mixture) as a yellow green solid (76%), m.p. 260-73 °C dec. 
l HNMR (DMSO-d6): 8 8.68 (s, 1H); 8.62 and 8.61 (2s, 1H); 7.95 and 7.94 
5 (2s, 1H); 7.62 and;7.61 (2s, 1H) ; ; 7:49 and 7.47 (2s; 1H); 4i37-4.47 (nv 2H); 
4.00-4.11 (m, 2H); 3.96 and 3.93 (2s,3H). ■:' } 

MS (ES, positive ion mode): m/z calcd for C 17 Hi 3 ClN 2 0 3 : 328.1, found: 329.5 
(M+H) + . -•- .-. • -j k:-i- . -.i-.-or • t ' •• : x - r; - -jc • • 
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Example 120 

4^MorcH7-methoxv-8-f2-chloroetfo 

Example 121 

5 4-cMoro-8-methoxv-7-f2-chloroethox^ 

To a slurry of 1 . 1 1; g of 8-(2-chloroethoxy)-7-meA6 
dihydrobenzo[^]quinoline-3-carbonitrile and 7-(2-chloroethoxy)-8-methoxy-4- 
oxo-l,4-<^y<frobenzofeta (1:1 mixture) and 5 mL of - 

1 0 phosphorus oxychloride is added 0. 1 5 mL of anhydrous, dimethylfoimainide. ; 
This is stirred and heated to reflux for 20 minutes using an oil bath, followed 
concentration in^yacuo. The dark residue is quenched with 30:mL of cold 
water, The sohd formed is cpUected, washed with water and dried to give 1 .02 
g (87%) 

15 carbpnitrile and ^cUoro-8-methq^ 

carbomtrile (1 :l F mixtoe) as a greenish yellow solid, m.p. 195-209°C dec. ^ u 
, HNMR (CDCI3): 8 8 88 (s? 1H); 8.66 and 8.65 (2s, 1H); 8.52 and 8.51 (2s, : 
1H); 7.33 (s, 1H); 7.30 and . 7,2? (2s, 1H); 4.46-4;52 (m, 2H); 4.09 and 4.08 
(2s, 3H); 3.96-4.00 (m,.2H). , : . V : !2 k v - 1 ^ JV 

20 MS (ES, positive ion mode): m/z calcd for C 17 H 12 C1 2 N 2 0 2 : 346.0, found: 347.3 
(M+H) + . . , , \< - .[ 

Analysis for C 17 H 12 C1 2 N 2 Q 2 : : , . . , - , ^ ; 

Calcd: C 58.81; H 3.48; N 8,07 ^ : 

Found:C 58.51; H 3.19; N 7.95. 



25 
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Example 122 

4^(4^Mor6-5"metfaoxv-2-metfavlanilinoV7-me 
(chloroethoxv^benzofglqiiinoliBe-3-carboDitrile 

and ■? 

5 Jr r . ^y' ! Examplel23 ^ : 1 ^? ' 

4- r4-cMoro-5-methoxv-2-methvlanilinoV8-methoxv-7- 
.-*•-*; (chloroettfoxv^benzofglquinoline^ ^ " v; 1 

* ■ v v.. * * • : > ' " ' *' • ■ ** fS J ' •* 

A mixture of 248 mg (0.714 mmol) of 4^cW6ro-7-me^o^-^<2- : 0 
1 0 cMoroethoxy)benzo[g]quinolin<^ and - 4-cUoro-k-meth6xy-7-(2- - 

cUoroethoxy)benro[g]qinnoline-3-carb6 (1:T "rmxturej; ^ 10' mg^ of 1 1 

pyridine hydrochloride/ 150* mg (0.874 mifiol) of 4-dU6fb-5-methbxy-2- ^ 
methylaniline and 5 mL of 2-ethoxyethanol is stirred and hekteci to > 135°C. 
After 1 hour; the reactibn is cooled to room temperature; 1 quenched with 0.2 2 
1 5 mL of triethylamine and concentrated in vacuo. The residue is dissolved in L 
1:1 hexane/ethyl acetate with a little dicMororiiethane ahd clirbniato^aphed on :i "^ 
silica gel eluting with 1:1 hexane/ethyl acetate- then ethyl" aibetate to provide " 
0.282 U : g A of r : 4-(4-cMoro-5-metho^ 

(cUoroethoxy)benzo[g]qiiinoline-3-carbonitrile and 4-(4^W6fb-5-iiiethoxy-2- ! 
20 methylanilino)-8-meth^ ^ 

(1:1 mixture) as a dull yellow solid (8 1 %), m.p. 1 32-68°C dec. 

'HNMR (CDC1 3 ): 8 8.66 and 8.65 (2s, 1H); 8.41 and 8.40 (2s, 1H); 8.19 and 

8.17 (2s, 1H); 7.36 (s, 1H); 7.25 and 7.24 (2s, 1H); T 7U2 (s, : 1H); 7.02 (br s, V - : 

1H); 6.76 (s, 1H); 4.48 and 4.41 (2t, J = 6.1 Hz, 2H); 4.07 and 4.01 (2s, 3H); 
25 3.95 and 3.98 (2t, J = 6 .1 Hz, 2H); 3.77 (s, 3H); 2.28 (s, 3H). 

MS (ES, positive ion mode): m/z caicd for Qj 5 H 21 Cl 2 N 3 0 3 : 481.1, found: 482.0 

(M+H) + . 
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Analysis for ^H 21 C1 2 N 3 0 3 -H 2 0 
Calcd: C 60.16; H 4.64; N 8.42 . ■ - 
Found C 60.33; H 4.46; N 8.03 

.-•v'v /• r i . Example 124. >;-- o ^ • 
5 4-( 4^Moro-5-methoxv-2-methvlanilinoV7>methoxv-8-f2-r 4- 
morpholmvDethoxvlbenzo^^ 

I.;-'.";. ^ jr'--- and : : r - ' ; ■'■ - ' 

< ^ M-f-'ii Example 125; . :\ . > 4 

•y 4^4-cMoro-5Hmethoxv-2-methvlanilm^ 
10 morpholinvl^ethoxv1benzo[glQxiinoline-3-carbonitrile - ,, 

A mixture of 318 mg (0.66 mmol) of 4-(4-chloro-5-metfaoxy-2-methylanilino)- 
7-methoxyt8r(cMoroethpxy)ten^ and 4-(4-chl6ro- 

5-me1hoxy-2-methylanilino)-8-methox^ 

15 carbonitrile (1:1 mixture), 100 mg of sodium acetate and 5 ihL of inorpholine 
is stirred and heated to 130°C using an oil bath. After 30 minutes the reaction^ 
is allowed to cool to room temperature. The reaction mixture is concentrated * 
in vacuo and the residue purified by silica gel chromatography, eluting with 
95:5 methylene chloride/methanol to yield 82 mg (23%) of 4-(4-chloro-5- 

20 methoxy-2-methykmiliiio)-^^ 

morpholinyl)ethoxy]benzo[g]quiribline-V and 153 

mg of 4-(4-cUoro-5-metho^-2-methylanilino)-8-methoxy-7- 
moipholinyl)ethoxy]benzo[g]qumoline-3-carbom yellow solid, mp 

191-194°C dec. 



25 



4-(4-chloro-5-methoxy-2-methylanilino)-7-methoxy-8-[2-(4- 
morpholinyl)ethoxy]benzo[g]qxmoline-3-carbonitrile: l HNMR(CDCl 3 ): 5 8.57 
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(s, 1H); 8.40 (s, 1H); 8.30 (s, 1H); 7.76 (br s, 1H); 7.25 (s, 1H); 7.18 (s, 1H); 



3.74-3.77 (m, 4H); 2.95 (t, J = 5.7 Hz, 2H); 2.60-2.67 (br s, 4H); 2,19 (s, 3H). : 
MS (ES, positive ion mode): m/z calcd for Q^CD^Q,: 532.19, found: 
5 533.1 (M+H)* il- i-vv : -v.: • yy .•: -..;•„•: . 



4-(4-chloro-5-methoxy-2-methylanilino)-8-metlioxy-7-[2-(4- 
morpholmyl)ethoxy]benzo[g3qiunolme-3°-carbonitrile: 'HNMR (CDC1 3 ): 8 
8.65 (s, lH);-8.39 (s, 1H); 8.17. (s, 1H); 7.35 (br s, 1H); 7.27 (s, 1H); 7.22 (s, 

10 1H); 7.10 (s, 1H); 6.75 (s, 1H); 4:28 (t, J = 5.7 Hz, 2H); 4.05 (s, 3H); 3.75 (s, 
3H), 3.73-3.78 (m, 4H); 2.94 (t, J = 5.7 Hz, 2H); 2.62-2.67 (br s, 4H); 2.27 (s, 
3H)>.vu?.-m :.«iv%-7.iC-iV : t».tr,-?-t»^Iii.-.> ' -:~ ; '- • y >yr. - . " -.: 

MS (ES; positive ion mode)? m/z calcd for G 2 ^H 29 C1N 4 0 4 : 532.2, found: 533. 1 
(M+H) + . ; --a;.-:", /^'X • . o-;';.: ' -v > yy':i- : .- - . T ■■ : ■..:■» 

15 Analysis for,C 29 H 29 GlN 4 0 4 H 2 0 5 . - 

Calcd: C 63.21; H 5.67; N 10.17 .'<*. y 
Found C. 62.90; H 5.74; N 9.99 . : ■ 



7.08 (s, 1H); 6.80 (s, 1H); 4.32 (t, J = 5.7 Hz, 2H); 3.92 (s, 3H); 3.75 (s, 3H), 




Example 126 



20 




Example 127 



4-(2.4-dfcmor6-5-m et1irre^ 




25 



rcMoroetfaoxv^benzorglquinolme-3-carbonitrile 



A mixture of 1.10 g (3.17 mmoi) of 4-chloro-7-methoxy-8-(2- 
cW6roemoxy)benzo[g]quiholine-3-carbonitrile and 4-chl6ro-8-methoxy-7-(2- 
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cMoroe1hoxy)ben2»[g]quinoline-3KSMbonitrile (1:1 mixture), 50 mg of 
pyridine hydrochloride, 742 mg (3.86 mmol) of 2,4-dichloro-5-methoxyaniline 
and 25 mL of 2-elhoxyethanol is stirred and heated to 135°C. After 1 hour, . :; 
the reaction is cooled to room temperature, quenched with 1.0 mL of 
5 triethylamine and concentrated in vacuo. The residue is dissolved: in 95:5 . 
methylene chloride/methanol and chromatographed, on silica gel, eluting with 
1:1 hexane/ethyl acetate. The, product is precipitated from ethyl acetate to ■ 
provide 0.760; g (48%) of 4K2,4 r dicMoro-5-memoxyanilino)-7-methoxy-8^ 
(cMqroethoxy)benzo[g]quinplhie-3-carbom ; and 4- (2,4-dichloro-5-^ .o 

10 methoxy-anUino)-8-methoxy^ . 
(1:1 mixture) as a dull yellow, solid, m.p. 239-55°G dec. ;• 
'Hr^MR (CDCl 3 +DMSO-d6): 5 8 T 94 (br s, 1H); 8.77 (br s, 1H); 8.59 (br s, 
1H); 8.36 (br s, 1H), 7.54 (br s, 1H); 7.28 (br s, 1H); 7.26 (br s, 1H); 6.96 (br s, 
1H); 4.40-4.49 (m, 2H); 3.94-4,07 (m, 5H); 3.86 (s, 3H). 

1 5 MS (ES, positive ion mode): m/z calcd for C^HigClaNaCv 501 .0, found: 502.2 
(M+H) + . 

Analysis for C^ 4 H lg Cl3N 3 O 3 -0.3H 2 O - 
Calcd: C 56.92; H 3.70; N 8.30 
Found C 56.67; H 3.48; N 8.16 

20 

Example 128 

4-(2.4-dichloro-5-methnxvani1ino')-8-methoxv-7-f2-f4- 
moroholmvnemoxvlbenzorglqumolme-3-carbomtrile 

and 

25 Example 129 

4-(2.4-dicMoro-5-memoxvanilinoV7-methoxv-8-r2-('4- 
morpholinvnemoxv1benzorg]quinoline-3-carboriitrile 
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A mixture of 0.436 g (0.87 mmol ) of 4-(2,4-dichloro-5-methoxyanilino)-7- 
methoxy-8-(cMoroethoxy)benzo[g]q^ and 4-(2,4- 

dicMoro-5-methoxyanilino)^^ 

carbonitrile (1 : 1 mixture),; 2.0 mL (23.0 mmol) of morpholine and 0.05g of 
5 sodium iodide in 2.0 mL of ethylene glycol dtoethyl ether is heated at 90°C 
for 3.5 hours' under nitrdgenf The mixture is cooled, solvent is removed in 
vacuo and the resulting residue is stirred with a saturated solution of sodium 
bicarbonate. ' The crude solid is collected by filtratibh, washed with water, and 
dried in vacuo. Purification is carried out by silica gel chromatography, 
1 0 eluting with a gradient of 97:3 to 90: 1 0 ethyl acietate/methanol to yield 0.24 1 g 
of 4-(2;4-&bMdr6-5-inethoxya^ 

morpholinyl)ethoxy]benzo[g]qviinoline-3-carbom as a yellow solid, nip 
210-212°C and 0.203 g of 4-(2;4-dicMorb-5-methoxy 

(4-morpholinyl)ethoxy]benz6^ a yellow solid, mp 

15 207-214°C. \ u. r Sr ' .:' 

4-(2,4-dicUoro-5-methoxyanilino)-8-methoxy-7-[2-(4- 
moipholinyl)e1iioxy]beiizo[g]quinoline-3-carbonitrile: 1 HNMR (DMSO-d6 + 
TFA): 5 9.35 (s, 1H); 9.25 (s 1H); 8.43 (s, 1H); 7.91 (s, 1H); 7.78 (s 1H); 7.63 
20 (s, 1H); 7.53 (s, 1H); 4.65 (m, 2H); 4.06 (s, 3H); 4.04-3.97 (m, 2H); 3.91 (s, 
3H); 3.84-3.63 (m, 6 H); 3.34 (t, J =10.56 Hz, 2H). 

MS (ES, positive mode): m/z calcd for C 28 H 26 C1 2 N 4 0 4 : 553,'found (M+H) + 553 
Analysis for C 28 H 26 C1 2 N 4 6 4 0 .15CH 3 C6 2 C2H 5 
Calcd: C 60.67; H 4.84; N 9.89 
25 Found: C: 60.31; H: 4.97; N: 9.55 
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4-(2,4-dichloro-5-methoxyanilino)-7-methoxy-8-[2-(4- 
moipholmyl)ethoxy]beiizafe^^ 'HNMR (DMSO-d6 + 

TFA): 6 9.35 (s, lH);9.24(s 1H); 8.42 (s, 1H); 7.91 (s, 1H); 7.82 (s 1H); 7.61 
(s, 1H); 7.48 (s, 1H); 4.66 (m, 2H); 4.07 (s, 3H); 4.04-3.97 (m, 2H); 3 ? 90 (s, 
5 3H); 3.83-3.63 (m, 6H); 3,34 (m, 2H). 

MS (ES, positive mode): m/z calcd for C^HkCI^C^: 553, found (M+H) + 553 
Analysis for (^H 26 ClXcV2.0 H 2 6 
Calcd: C: 57.05; H: 5.13; N: 9.50 
Found: C: 56.88; H: 4.96; N:9.10 
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Example 130 

4-(2.4-dicMoro-S-m ethoxYan 

piperazinvflethoxvlbenzo f glquinoline-3-carbonitrile 

and 

5 Example 131 

4-(2.4-dicMoro-S-methoxva^ 

piperazinvDethoxvlben^ 

A mixture of 0.4 g (0.8 mmol) of 4-(2,4-dicMoro-5-methoxyaiiilino>7- 
10 methoxy-8-(cMoroetlioxy)benzo^ and 4-(2,4- 

dicMoro-5-methoxyaiiilino)-8-methoxy-7-(cMoroethoxy)benzo[g^ 
carbonitrile (1:1 mixture), 1.25 ml (11.27 mmol) of 1 -methyl piperazine and 
0.05g of sodium iodide in 2.0 mL of ethylene glycol dimethyl ether is heated 
at 90°C for 2 hours under nitrogen. The mixture is cooled, the solvent is 
15 removed in vacuo and the resulting residue is stirred with saturated solution of 
sodium bicarbonate. The crude solid is collected by filtration, washed with 
water, and dried in vacuo. Purification is carried out by silica gel 
chromatography, eluting with a gradient of 92:8 to 85:15 methylene 
chloride/methanol to yield 0.149 g of 4-(2,4-dichloro-5-methoxyanilino)-8- 
20 methoxy-7-[2-(4-me1hyl-l-piperazinyl)ethoxy]benzo[g]quinoline-3- 

carbonitrile as a yellow solid, mp 141-150°C and 0.203 g of 4-(2,4-dichloro- 
5-methoxy anilino)-7-methoxy- 8 - [2-(4-methyl- 1 - 

piperazmyl)ethoxy]benzo[g]quinoline-3-carbonitrile as a yellow solid, mp 
■ 132-135°C. 

25 4-(2,4-dichloro-5-methoxyanilino)-8-methoxy-7-[2-(4-methyl-l- 

piperazinyl)ethoxy]benzo[g]quinoline-3-carbonitrile: 1 HNMR (DMSO-d6 + 
TFA): 8 9.34 (s, 1H); 9.23 (s 1H); 8.42 (s, 1H); 7.91 (s, 1H); 7.77 (s 1H); 7.61 
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(s, 1H); 7.51 (s, 1H); 4.63 (m, 2H); 4.03 (s, 3H); 3.90 (s, 3H); 3.81-3.31 (m, 
10H); 2.94 (s, 3H). ,k .v. - 

MS, (ESi positive mode): m/z calcd for C^H^CljNjOj: 566; found (M+H) + 566 
Analysis for.<^ 29 Cl 2 N 5 p 3 0.9 CH 2 C1 2 . v. . 

5 Calcd: C: 55.85; H: 4,83; N: 10.89 . , / 

Found: C: 55.98; H: 5:14; N: 11.17 ■ . 

4-(2 > 4-dicHorq-5-methoxyanilm^ . 

piperazmyl)ethoxy]b^nzo[g]qu^^ - 
10 TFA): 5 9.35 (s, 1H); 9:23; (s IH); 8.42 (s, 1H); 7.91 (s, 1H); 7.80 (s 1H); 7.60 . 

(s, 1H); 7.48 (s, 1H); 4.64 (m 2H); 4.03 (s, 3H); 3.90 (s, 3H); 3.81-3.4 (m,v : 

10H); 2,94 (s, 3H). ,. . s . ,. ^, :C: , . .,- , T v,.,-.-- .*.■■ . vv . , • • = 

MS (ES, positive mode): m/z calcd for C^H^ClaNjOj: 566, found (M+H) + 566 

Analysis for C 29 H 29 Cl 2 N 5 O 3 0.5 CH 2 C1 2 
15 Calcd: C: 58.18; H: 4,97; N: 1.1,50 v . ^ 

Found: C: 58.22; H: 5:27; N: 11 .69 ; :i -.1 v 

•-, .• -. - • - •■ r r; ; -\_..: .-. .•■ 

- . :'<r -;i ; Example 132. 

4-(4-cMoro-5-metho^-2-memvlanilinoV8-methoxv-7-r2-r4-metfavl-l- 
20 piperazmvnemoxvlbenzorp]quinoline-3-carbonitrile 

and 

: "• Example 133 
4-(4-cMoro-S-methoxv-2-memvlanilmo)-^ 

pipera2invDemoxv]benzorg]qum6lme-3-c^bomtrile 

25 ; ' ' - r - 

A mixture of 205 mg (0.425 mmol) of 4-(4-chloro-5-methoxy-2- 

memylanilMo)-7-methoxy-8-(cm^ 

and 4-(4-cMoro-5-methoxy-2-^ 
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(cMoroethoxy)benzd^ (1:1 mixture), 0.1 5mL (1.35 

mmol) of 1 -methyl piperazine and 0.05g of sodium iodide in 5 mL of ethylene 
glycol dimethyl ether is heated at 90°C for 4 days under nitrogen. The mixture 
is cooled, the solvent is removed in vacuo and the resulting residue is stirred^ 
5 with saturated solution of sodium bicarbonate; The crude solid is collected by~ 
filtration, washed with water, and dried in vacuo. Ihirification is carried out by 
silica gel chromatography, eluting with a gradient of 92:8 to 85:15 methylene 
chloride/methanol to yield 0.10 g of 4-(4-chloro-5-metho^^ 
8<netho^-7-[2-(4-me^ 
10 carbomtrile as a yellow solid, mp; 121-135°C and 0.0S8 g of 4-(4-chloiro-5- 
methoxy-2-methylanilino)-7-^ 

piperazinyl)ethoxy]benzo-[g]quinoline-3^arbonitrile as a yellow solid, mp 
122-137°e;: ! ' >V: ^ K r*i : i^b.. - \ : - 

r.! • jj u - \i ' . : ■■•.t, 

1 5 4-(4-cUoro-5-mel!ioxy-2-methyl^^ 1 - 

piperazinyl)ethoxy]benzo[g]qxiinoline-3-carbonitrile: 1 HNMR 0MSO-d6): 5 
9.86 (s, 1H); 9.01 (s 1H); 8.42 (s, 1H); 8.32 (s, 1H); 7.57 (s, 1H); 7.43 (s 1H); 
7.31 (s, 1H); 7.16 (s, 1H); 4.27 (t, J = 5.6 Hz, 2H); 3.96 (s, 3H); 3.81 (s, 3H); 
2.81 (t, J = -5.8 Hz^ 2H); 2.54 (m, 4H);;2.37 (br s, 4H); 2vl8 (s, 3H); 2.14 (s, 

20 3H>. " : ^ Ji - :i ' ■ 

MS (ES, positive mode): m/z calcd for QJH 3? C1N 5 0 3 : 546, found (M+H) + 546 
Analysis for C3 0 H 32 C1N 5 CV 1 .6 CH 2 C1 2 
Calcd: C: 62.67; H: 6 17; N: 12 18 ; s . 
Found: C: 62.41; H: 5.96; N: 11.89 
25 •• 
4-(4-cbloro-5-metho^-2-^ 

pipera2inyl)ethoxy]beitzo[g]quinoline-3-carboiutrile: 1 HNMR (DMSO-d6): 8 
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9.86 (s, 1H); 9.0 (s 1H); 8.43 (s, 1H); 8.34 (s, 1H); 7.53 (s, 1H); 7.43 (s 1H); 
7.33 (s, 1H); 7.16 (s, 1H); 4.27 (t, J= 5.6 Hz, 2H); 3.97 (s, 3H); 3.81 (s, 3H); 
2.81 (t, J= 5.8 Hz, 2H); 2.55 (m, 4H); 2.36 (br s, 4H); 2.17 (s, 3H); 2.14 (s, 
3H). - ^:.:.,i,.>.:- 

5 MS (ES, positive mode): m/z c^cd'for CafeeftijOj': 546; found (M+H) + 546 
Analysis for C 30 H 32 CIN 5 O 3 .1.0 CH 2 C1 2 
Calcd: C: 59.00; H: 5:43; N: 11.10 1 

Found: C: 59.02; H: 5:36; 1^: 1 i. 26 ''"' ?b '' : ' • !,:T '*' : '' " - - - r 

10 - :i Example 134 

5-(Ben^loxyVl-brbhio-2-^^ * ~ J 

4-Benzyloxy-3-nieu^bxybehzyl alcohbl ; (l g, 4:i mmol) is dissolved in 
acetic acid" (3 ml) and cooled ; to ib°C in' a Wte^a '^M. A solution of 

15 bromine (0.25 m£ 4.92 mmol) in acetic acid (0!25 ml) is added drbpHvise to the 
reaction mixture while stirring. The- reaction is allowed to' warm to room 
temperature and stirred for 1 8 hours. the : reaction is diluted witn water and the 
resulting precipitate is collected by filtration The precipitate is washed well 
with water and recrystallized from a small amount of methanol to yieid' 1.3 g 

20 of 5-(ben2yloxy)-l-bromo-2-(bro^ white 
solid, mp 103-105°C. ^ t •■ " r 

J HNMR (d s -DMSO): 5 715 (in, TKfl 5.09 (s, 2H); 4.69 (s, 2H); 3.77 (s; 3H) 
MS (ES, positive ion mode): m/z calcd for C, 5 H 14 Br 2 0 2 : 386.08, found 
(M+H) + 387.1 

25 ' " ' • v 

Analysis for C 15 H 14 Br 2 0 2 « 0.3CH 3 OH 
Calcd: C:47.60; H:3.84 
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Found: G:47.44; H:3.77 

Example 135 

5 3-(4-Benzyloxv-2-bromo-5-me&^^ 

-• t. * » t » '>r • • • • J - •- - i - • s 

To a solution of n-butyllithium (1.8 mL of a 2.5 r M solution in hexane, 
4.5 mmol) in 5 mL of tetrahydrofuran is added a solution of.acetonitrile (1.0 
mL, 19.1 mmol) in 5 mL of tetrahydrofuran. The reaction mixture is stirred at 

10 -78°C for 15 min. A solution of 5 T (bei^lp^)-l-bromo-2-(^romomethyl)-4-- 
methoxybenzene (0.7 g, is, added and 

stirring is continued for 1 hour at -78°C. The reaction is quenched by the 
addition of 15 mL of water and ; the mixture is allowred to warm to room 
temperature. The mixture is extracted with ethyl a^tate md . the organic layers 

15 combined, then dried with sodium sulfate. After reducing in vacuo, the crude 
product is purified by flash ^chromatography using a gradient of 95:5 to. 4:1 
hexanes/ ethyl acetate as an eluent The clean fractions are combined, reduced 
f/i vacuo and dried to yield 0.341 g of 3-(4-^ 
methoxyphenyl)-propionitrile as a white solid, mp 52-53°C. r . 

20 ! HNMR (d 6 -DMSQ): S 7.39 (m, 5H); 7.33 (s,lH); 7.08.(s, 1H); 5.09 (sj 2H); 
3.77 (s, 3H); 2.92 (t, 2H; J= 5.49), 2.78 (t, 2H; J= 5.07). r f ;■ : 

MS (ES, positive ion mode): m/z calcd. for, C„H 16 BrN02: 346.22, found 
(M+H) + 347.1 . . , t . 

25 Analysis for C, 7 H, 6 BrN0 2 

Calcd: C:58.98; H:4.66; N:4.05 
Found: C-58.77; H:4.71;N:3.89 
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Example 136 

4-Benzvloxy-3-metho:OTbicvclo^ 

5 . ; A, suspension of sodium amide is prepared from 100 mL of liquid 

ammonia,; sodium (0.52 g, 22.8 mmol) and a catalytic amount of ferric nitrate. 
To this is added 3-(4-ben^lo^-2-bromo-5-methoxyphenyl)-propiom (2 ■.. 
g, 5 1 mmol) in portions and the reaction stirred at -33P G for 45 minutes. The 
reaction is then copied down to -78^ and, quenched with ammonium 

10 chlpride. The liquid ammonia is allowed to evaporate and the resulting solid I 
residue: is. washed with water. The, tan solid obtained is, purified by flash 
chromatography, using; 4:1 , hexanes/ethyl acetate as an eluent - The clean 
fractions are combined and: reduced in vacuo to yield 1 g of 4rbenzyloxy-3- 
metho^bicyclo[4 r 2.0^ as a clear oil that 

15 solidified into a white solid upon standing, nip 85°C. 

1 HNMR (d 6 -DMSO): 87.39 (m, 5H); 7.04 (s,lH); 6.89 (s, 1H); 5.08 (d, 1H, 
J=12.15); 5,05 (dr 1H, J=12.12); 4.45 (dd, 1H, J=1.74, 3.93), 3.74 (s, 3H); 3.6 < 
(dd,lH, J=3,99, 10.29), 3.35 (d, 1H, J=1.77) . i; > 

MS (ES, positive ion mode): m/z calcd for C 17 H 15 N0 2 : 265.31,- found (M+H) + 
20 266.1 ••.;> - v 

Analysis for C 17 H 15 N0 2 

Calcd; C:76.96; H:5.70; N:5.28 - • 

Found: C:76. 87; H:5.97; N:5.01 
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Example 137 

4-Benzyloxv-7-f4-cMorophe^ 

v 13,5-triene"7-carbonitrile - -.1 •■- 

5 r To a solution - of : 4-ben^loxy-3-meth6xybicyclo[4.2.0]o^ 

triene-7-carbonitrile (1.0 g,-3.7 mmol) in anhydxoi^ tet^ydrofuran (10 mL) 
at -78°C is added sodium bis(trimethylsilyl) amide (5.65 mL of a 1M solution 
in tetiahydrofurani 5.6 irimbl) oVer a period of 4 s minutes; followed by the 
addition of 4,4'-dichIorodiphenyI^ disulfide in one portion. The reaction is^ 

1 0 stirred at -78°G for 15- minutes and; then at room temperature for one hbvir. : 
The reaction is then diluted and extracted with ethyl- acetate; The organic layer* 
is collected and dried with sodium sulfate. After reducing in vacuo, the crude 
material is purified by- flash chromatography using 4: 1 hexanes/ethyl acetate? v: - 
The clean fractions are combined; reduced and dried tri yieid 1.3 g of 4- 

15 benzyloxy-7-(4^Morophenylsulfmyl)-3-m r 
1riene r 7-carbom^e;as. an off-white solid, mp 1 14-1 1 5°C5 6 ./ 
! HNMR (d 6 -DMSO): 87.62-7.54 (m, 4H); 7.41 (m, 4H); 7.36 (m,lH); 6.97 
(s,lH); 6.83 (s, 1H); 5.08 (dd, 2H, J=9.07, 10.53); 3.98 (d, 1HQ J=l 0.47), 3.78 
(s, 3H); 3.60 (d, 1H, J=10.5);vt : r.: . . 

20 MS (ES, positive ion mode): m/z calcd for <^H 18 C1N0 2 S: 408.92, founds 
(M+H) + 408.1 

Analysis for C23H, 8 C1N0 2 S 

Calcd: C:67.72; H:4.45; N;3.43 ' • 

25 Found: C:67.99; H:4.63; N:3.33 
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Example 138 

4-Benz^loxv-3-methoxy^^ 

carbonitrile * v 

5 To . a solution of 4-benzyloxy-3rmethoxybicyclo[4.2.0]octa- 

13,5-triene-7-c^bonitriJe (7.22 g, 3.7 mmol) in anhydrous tetrahydrofuran (60 
mL) at -78°C is added , sodium bis(trimethylsilyl)annde (41.0 mL of a 1M 
solution in tetrahydrofuran, 41.0 mmol) over a period of 4 minutes, followed 
by the addition of 1 1.9 g (54.5 mmol) of phenyl disulfide in one portion. The 

10 reaction is stirred at,— 78°C fqr|15 minutes and then at room temperature for 
one hour. ., The reaction- is quenched with water and extracted with ethyl 
acetate. , The organic layers are combined and dried with sodium sulfate. After 
reducing in vacuo, the crude material . is purified by flash chromatography 
using 4:1 hejcanes/ethyl acetate. The clean fractions? are combined, reduced 

15 and; _<Wed./ ■ to yields t ,7.0 . g> : of;;r ,4-benzyloxy-3-methoxy-7- 
phenylsulf^ylbicyclo[4.2.0]oc1a-r 5 3,5-tri a white solid, 

mpl09-110°C. , r ; Y ^ 1 

1 HNMR (d 6 -DMSO): 8 7.60-7.52 (m, 2H); 7.51-7.48 (m, 3H); 7.42-734 (m, 
5H); 6,97 (s,lH); 6.80 (s, 1H); 5.03 (dd, 2H, J=9.0 Hz, 11.4 Hz); 4.01 (d, 1H, 
20 J=10.5 Hz); 3;78 (s, 3H); 3.60 (& 1H, J=10.5) , :t ^ , vr: 

MS (ES, positive ion mode): m/z calcd for C^H^NC^S: 373.5, found (M+H) + 
374.0 . ' ' • ; :• : ' ' 

Analysis for C^gNC^S 
25 Calcd: C:73.97; H:5.13; N;3.75 
Found: C:73.83; H:5. 16; N:3.53 
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Example 139 

3-Ammo-3-r4-beii2^ 

methoxvbicvclor4.2.01octa-L3.5-trien-7-vl1-acrvlic acid fert-butvl ester 

5 To a stirred solution of ethylmagnesium bromide (3.26 mL of a 3M 

solution in diethyl ether, 9.8, mmbl) in anhydrous tjefrahydrofuran (10 mL) at 
0°C under nitrogen is added ctiisopropylamine (2.75 mL, 19.6 mmol). The 
mixture is stirred at 0°C for 1 hour. /-Butyl acetate (0.5 3.6 nimo^ and a 
solution of 1.0 g (2.45 mmol) of 44)^ 

10 methoxybicyclo[4.2.0]octa-l 3 3,5-triene-7-carboniti^ in 1 anhydrcms 

tetrahydrofuran (10 mL) are added successively, and the residting mixture is 
stirred for> an additional : hour." The reaction is quenched with aqueous 
ammonium chloride arid the product mixture is extracted with ethyl acetate; 
The ethyl acetate extract is washed with brine, dried over anhydrous sodium 

15 sulfate and passed through a plug of silica to give 3-ammo-3-[4-berizylbxy-7- 
(4-cMoro-phenylsulfanyl>^ 

acrylic acid terf-butyl ester as a clear oil, that solidified upon standing, mp 
112-115°C. . ; -r : ; - r -,■ v . 7. 

I HNMR (d 6 -DMSO): 8 7.60-7:29 (m, 9H); 6.81 (s,lH); 6;72 (s, 1H); 5.08 (dd, 
20 2H, J=9.09,11.82 Hz); 4.15 (s, 1H); 3.73 (s; 3H); 3.48 (d, 1H, J=10.7 Hz); 
3.30 (d, lH, J=10.6 Hz); 1.36 (s, 9H) 

MS (ES, positive ion mode): m/z calcd for C2 9 H3 0 ClNO 4 S: 524.1, found 
(M+H) + 523.9 

25 Analysis for Q 9 H 30 ClNO 4 S 

Calcd: C:66.46; H:5.77; N;2.67 
Found: C:66.31; H:5.91;N:2.61 
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Example 140 

3-Amino-6-benzvloxv-7-meth^ acid fert-butvl 

ester 

5 / '[ 

Nitrogen gas is bubbled through a solution of 3-amino-3-[4-ben2yloxy- 
7<4-cMoro-phenylsulfanyl)^ 

acrylic acid terf-butyl ester (0.6 g, 1.1 mmol) in 1,2-dicWorobenzene (100 mL) 
for 1 hour and the reaction is heated to 179°C. After one hour the reaction is 
10 cooled and reduced in vacuo. The residue is washed with ether, dissolved in 
methylene chloride and purified through, a plug of siUca. eluting. with . 
methylene chloride. The filtrate is reduced and dried to afford 0.321 g of 3- 
ammo-6-benzyloxy-7-methqxy^ acid terNbutyl ester 

as a yellow solid, mp 179-18Q 0 C 

15 , HNMR (d 6 : DMSO): 5 8.18 (s, 1H); 7.4 (m, 5H); 7.18 (s, 1H); 7.01 (s, 1H); 
6.85 (s, 1H); 6!21(s, 2H), 5.17 (s, 2H); 3.74 (s, 3H), 1.58 (s, 9H) ; . . 

MS (ES, positive ion mode); m/z calcd for C^H^NO,: 379.45, found (M+H) + 
379.9 , i . r . -. y •- ri '■ »• ■* L "■ ,n 

20 Analysis for C^H^NO,, • 0.7 H z O 

Calcd: C:70.50; H:6,08; N:3.57 c ... . 

Found: C:70.45; H:6.24; N:3.40 



Example 141 

25 8-Benzvloxv-7-methoxv-4-oxo- 1 .4-dihvdrobenzo rglquinoline-3 - 

carbonitrile 
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In a round bottom flask containing 10 mL of toluene is added 3-amino- 
6-benzyloxy-7-methoxynaphthalene-2-carboxylic acid tert-butyl ester (3.0 g, 
7.9 mmol) and dimethylfoimamide dimethyl acetal (5.4 mL, 3 i .6 mmol) under 
a positive nitrogen flow. The mixture is stirred at 120°C for 1.5 hour, then 
5 cooled to room temperature. The volatiles are removed under reduced 
pressure and the resulting residue dried in vacuo for 15 h to yield 3.0 g of 6- 
benzyloxy-3 -(dimethylammo-meih^ 
carboxylic acid tert-butyl ester as a dark oil. 

To a solution of n-butyllithium (7.68 mL of a 2.5 M solution in hexane, 

10 19.2 mmol) in 30 mL of tetrahydrofuran is added a solution of acetonitrile 
(3.34 mL, 64.0 mrhoi) in 50 mL of tetrahydrbftiran. Tlie reaction mixture is 
stirred at —78°C for 15 min! A solution of 6-ben^loxy-3-(dimethylainino- 
methyleneamiho)-7-methoxy-napl^^ tert-butyl ester 

obtained in the previous step (2.8 g, 6.4 mmol) in 30 mL of tetradiydrofuran is 

15 added and stirring is continued for 1 h at -78°C. The reaction is quenched by 
the addition of 10 mL of glacial acetic acid and the mixture is allowed to warm 
up to room temperature. The volatiles are removed' iirider reduced pressure 
and the resulting residue washed with water, then ethyl acetate and dried in a 
vacuum oven to yield 1.9 g of 8-benzyloxy-7-methoxy-4-oxo-l,4- 

20 dihydrobenzo[g]quinoline-3-carbonitrile as a yellow solid, nip > 300°C. 

J HNMR (d 6 -DMSO + TFA): 5 8.71 (s, 1H); 8.63 (s, 1H); 7.93 (s, 1H); 7.61 (s, 
1H); 7.58 (s, 1H); 7.43 (m, 5H); 5.27 (s, 2H), 3.74 (s, 3H) 

MS (ES, positive ion mode): m/z calcd for CyH 15 N 2 0 2 : 356,38, found (M+H) + 
357.1 

25 

Analysis for C^K^O^O.l H z O 
Calcd: C:73.45; H:4.54; N:7.77 
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Found: C:73 .49; H:4.49;N:Z65 

*w;'';v.\ Example 142 '. ),l 

3-Amino-6-hvdroxv-7-methoxv-naphtfaalene-2-carboxvlic acid tert- 

5 butyl ester , 

A solution of 4.7 g (12.0 mmol) of 3-atnmo-6-benzylpxy-7- 
methoxynaphthalene-2-carboxylic acid fert-butyl ester and 2.0 g of 10% Pd/C . 
in 40mL of DMF and 100 mL of methanol is shaken on Parr shaker at 40 psi 

10 for 18 hours. The catalyst is filtered through a pad of Celite, washed with 
methanol and solvent is evaporated to yield a residue which is dissolved in 
methylene chloride. This is then^ filtered through a short pad of Magnesol and 
washed with methylene chloride and ethyl acetate. The filtrate is evaporated to 
yield 3.4 g of 3-amino-6-hydroxy-7-methoxy : -naphthalene-2-carboxylic acid 

15 rerf-butyl ester as a yellow solid, mp 262-263°C. 

1 HNMR (d^-DM30): 5 9.61 (^s, 113); 8.15 (s, 1H); 7.13 (s, 1H); 6.74 (d, 2H,^ 
J-2.7); 6.12 (s, 2H); 3.82 (s, 3H)/l58 (s, 9H) 

MS (ES, positive ion mode): m/z calcd for C 16 H 19 N0 4 : 289.33, found (M+H) + 
289.9 

20 

Analysis for C 16 H 19 N0 4 • 0.\CR l CO 2 C^l s 
Calcd: C:66.06;H:6.69;N:4.70 
Found: C:66.30;H:6.96;N:4.30 

25 Example 143 

3-Ammo-7-methoxv-6-r2-morpho^ 

acid fert-butvl ester 
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To a solution of 0.72 g (2.49 mmol) of 3-amino-6-hydroxy--7-metlioxy- 
naphthalene-2-carboxylic acid fert-butyl ester in 7.5 ml of tetrahydrofuran is 
added 0.46 mL (3.74 mmol) of 4-(2-hydroxyethyl)morpholine, followed by 
the addition of 1.34 g (4.98 nimbiy of 0.6 
5 mL (3.87 mmol) of diethyl azadicarbbxyiate. The resulting mixture is stirred at 
room temperature for 1.5 hours, quenched with water, diluted with ethyl 
acetate and the two layers are separated. The organic layer is extracted with 
0.2SJ hydrochloric acid. After neutralizing the aqueous layer with a saturated 
solution of sodium bicarbonate, it is extracted with ethyl acetate. The ethyl 

10 acetate extract is dried over anhydrous sodium sulfate, filtered and evaporated 
to yield a brown oil. The oil is purified by silica gel chromatography, utilizing 
a gradient of ethyl acetate/Tiexane (85:i5 to 106:6), to give 6.7 g of 3-amino-7- 
metfroxy-642-mo^ acid tert- 

butyl ester as an'brange solidfimp 125-127°C. 

15 1 HNMR (CDC1 3 ): 8 8.24 (s, 1H); 7.00 (s, 1H); 6.81 2H,^ J=2.34 Hz);>47 \ . 
(bs, 2H); : 4.2<> (t; 2H, J=4^5 Hz); 3.92 (s, 3H); 3.75 &4H, J=3.45 Hz); 2.93 (t, 
2H, J=4.5 Hz); 2.65 (bs, 4H); 1.63 (s, 9H). 

MS (ES, positive ion mode): m/z Scaled for C^^O,: 402.4, found (M+H) + 
403.3 

20 

Analysis for C^H^NjOj 
Calcd: C:65.65;H:7.51;N:6.96 
Found: C:65.65; H:7.3Q;N:6.98 



25 
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% v Example 144 -- ... ;i - 

7-Methoxv-8-(2-moipho1in^^ 

3-carbonitrile 

5 A mixture of 0.69 g (1.7 mmol) of 3-amino-7-methoxy-6-(2- 

morpholin^-yl^thoxy)-^ teri-buiyl ester and 2.4 

mL of NjN-dimethylformamide dimethyl acetal in 7.0 mL of toluene is heated 
under reflux for 1.5 hours. The solvent is evaporated and the residue is dried 

on high vacuum to yield 3-(dimethylamino-methyleneaminb)-7-methoxy-6-(2- 

,VD>/-} :>.V -/.•:•,• * 

10 morpholin-4-yl-ethoxy)naphthalene-2-carboxylic acid ter/-butyl ester as 

purple white foam. 

To 15 mL of tetrahydrofuran at -78°C is added 2.6 mL of 

butylUthium (1.6M in hexane) and the reac^ for 5 

minutes. To this is added 0.36 mL (6.8 mmol) of acetonitrile dropwise, 
15 followed by stirring for 15 minutes. Finally, a solution of 3-(dimethylamino- 

methyleneanuno)^ 

carboxylic acid terf-buty^ ester in 5 mL of tetrahydrofuran is added dropwise 
over a period of 15 minutes. The resulting mixture, is stirred at -78°C for 1 
hour, , then, at room temperature for 1, hour. After cooling again to — 78°C, the 

20 reaction is quenched with 0.5 mL of glacial acetic acid, the. dry ice bath is 
removed and the resulting thick slurry is stirred for ,.1 . hour. The solid is 
collected by filtration, washed with ethyl acetate and > dried. Purification is 
carried out by silica gel chromatography, utilizing a gradient of 95:5 to 89:11. 
of methylene chloride/methanol to give 0.38 g of 7-metho^-8-(2-morphplin- 

25 4-yl-ethoxy)-4-oxo-M-dihydrobenzo^ as a yellow 

solid, mp 275°C (dec). 
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15 



'HNMR (d 6 -DMSO + trifluoroacetic acid): 8 8.74 (s, 1H); 8.69 (s, 1H); 8.00 
(s, 1H); 7.65 (s, iH); 7.59 Cs, 1H); 4\59 & 2H;7=3^ Hz,); 4.05 2H, J=92 
Hz); 3.97 (s, 3H); 3.75 (m, 4H); 3.66 I (&2H, J=9.3 Hz); 3.34 (t, 2H, J=7.0 Hz). 

MS (ES, positive ion mode): m/z calcd for CnH^NsO^ 379.4, found (M+H) + 
380.2 



Analysis for C^E^N^ ♦ 2.5 H 2 6 
Calcd: 0:60:71; H:6i7;^ap.l2' k ' 
10 Found: C:60,93; H:6.1 1; N: 9.76 



Example 145 

8-Hvdro^ .4-dihvdrobe^ 

? ^ • ' carb'onitrile 



A solution of 3 ;6 g (7.3 mmol) 1 of 8-beh^l6xy-7-m(sthoxy-4-6x 
dihydroben^ aid 0.7 g 6f lO%Pd/C in 240mL of 

dimethyl formamide is hydrdgenated m a Parr shaker At 40 psi for 24 hours. 
The catalyst is filtered through a pad of CeUfe^ Washed with diinethyl ' 

20 formamide and the solvent is reduced /« vacuo to yield a solid. The crude 
product is suspended in ether, collected tiy filtration^ further washed with ether 
and dried to yield : 3J0 > f g of 8-hydrb^ 
dihydrobenzb[giquinolra as a yellow solid, mp >300°C. 

1 HNMR (d 6 -DMSO + tifli^oiroacetic acid): S $.67' (s, fti); 8.64 (s, 1H); 7.84 

25 (s, 1H); 7.57 (s, 1H); 7 29 <& 1H); 3.98 (s, 3H). 
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MS (ES, positive ion mode): m/z calcd for C 15 H 10 N 2 O 3 : 266.3, found (M+H) + 
266.8 , ^ : 

Analysis for C 15 H 10 N 2 O 3 • 1.0 (CH 3 ) 2 NCHO • 0.8 H 2 0 
Calcd: C:61. 11; H:5.30;N:1 1.88 
5 Found: C:61. 08; HA81; N:11.82 

Example 146 

: 4-CM6ro-8-hvcfroxv-7Hn3Mtd^ 

10 A mixture of 3.0 g ? (1 1.3mmol)^ of 8-hydroky-7-methoxy-4-oxo-l,4- : 

dihydrobeh^[g]quinoli^ and 20.0 mL of phosphbnis " 

oxychloride is- heated Under reflux" for 0.5- hour, : then cooled to ro6m 1 
temperature. Excess phosphorus oxychloride is evaporated to yield a residue; r ? 
to which toluene is added and the resulting solution is reduced in - vacuo: 

15 Toluene is added and evaporated twice more. The resulting residue is booled 
with ice bath, neutralized with cold saturated solution of sddium T bicarbonate 
and stirred. The solid is collected by filtratiori, washed with cold water arid 
dried to yield 2.83 g of 4^U6ro-8-hydroxy-7-methdxybehzb[g]quin 
carbpnitrile as a yellow solid. A sample of the material is purified by silica gel 

20 chromatography, eluting with 97:3 methylene cMoride/methanol to yield a 
yettow solid, mp.>300°C. 

1 HNMR (d 6 -DMSO + trifluoroacetic acid): 8 8.68 (s,lH); 8.64 (s,lH); 7.83 (s, 
1H); 7.58 (s,lH); 7.27 (s, 1H); 3.96 (s, 3H). 

25 MS (ES, positive ion mode): m/z calcd for C^CIN^: 284.7, found (M+H) + 
284.7 : 
Analysis for C 15 H 9 CIN 2 0 2 • 0.6 H 2 0 



WO 01/47892 



283 



PCT7US00/35616 



Calcd: C.61.11; H:5.30;N: 11.88 
Found: C:61.08; H:4.81; N:11.82 

Example 147 ;>.: . . 

5 4-r3-Chloro-4-( 1 -met hyl- 1 /Aimi dazol-2-vlsxilfanvDphenvlamino1-8-hvdroxv- 

7-methoxvbenzofg1quinoline-3-carbonitrile 

A mixtups- : of :o: l : Q : g (3.53 : mmoI)" of 4-cUprp-8 r hydroxy-7- 
methoxybenzo[g]quinoline-3-carbonitrile, 0.93 g (3.88 mmol) of 3-chloro-4- 

10 (1-methylrlH-inud^ and 0.41* g (3.52 mmol) of 

pyridine hydrochloride in 20 mL of 2-ethoxyethanol is heated at 1 20°C for 2 
hours, then cooled ^to room temperature. The product mixture is diluted with a 
saturated solution of sodium carbonate, stirred for : 15 minutes and the solid is v 
collected by filtration. The solid is washed with water and dried in vacuo. The 

15 crude product is purified by silica gel chromatography, utilizing a 95:5 to 9:1 / 
gradient of methylene chlorid(^methanol to give < 1.13 g of 4-[3-chlor6-4>(l- 
methyl-l/7-inudazol-2-ylsulf^ ,? , t - ; 

methoxyben2»[g]qum as a yellow solid, mp >300°G. 

1 HNMR (d 6 -DMSO + bifludroacetic acid): 8 9.22 (d, 2H, J= 5.1); 8.28 (s* lH)r 

20 8.06 (d, 1H, J=1.5 Hz); 7.98(d, 1H>: J=1.5 Hz); 7.92 (d,lH, J=1.6 Hz); 7.58 < 
(dd,lH, J=1.7Hz, J=8.07 Hz); 7.49 (s, 1H); 7.44 (s, 1H); (d, 1H, J== 6.4 Hz); 
4.05 (s, 3H); 3.88 (s,3H). : , : ■ : - . . : ^ 

MS (ES, positive ion mode): m/z calcd for C2 5 Hi 8 ClN 5 0 2 S : 487.9, found 
25 (M+H) + 487.7 : - . > - -. 

Analysis for C^H 18 CIN s 0 2 S • 0.3 H 2 0 
Calcd: C:60.86; H:3.80; N:14.20 
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Found: C:60.82; H:3.66; N:14.03 

Example 148 

8 : f2-CMoroethoxvM-^^ 

5 vlsidfanvl )ph^ 

A mixture of 0.8 g (1.64 mmol) of 4-[3-chloro-4-(l -methyl- IH- 
imida2ol-2-ylsulfany^l)phenylamm 

3-carbonitrile, 0.48 g (2.05mmol) of 2-chloroethyI /^-toluene sulfonate and 0.8 

10 g (2.46 mmol) of cesium carbonate in 15 mL of dry dimethyl formamide is. 
heated at 40°C for 2 hours. To this is added 0.2 g (0.85 mmol) of 2-chlproethyl 
j?-toluene sulfonate and 0.4g (1.22 mmol) of cesium carbonate and the reaction 
mixture is further heated for 2 hours. After cooling to room temperature, the 
mixture is poured on to ice. The solid is collected b^ filtration, washed with 

15 water and ether, and dried to yield 1.0 g of dark yellow solid. A sample of the 
solid is purified b>r preparatory thin layer chromatography, eluting with 95:$% 
methylene cWoride/methanol to give 8-(2-pUoroethoxy)-4-[3-c 
methyl- li/-hnidazol-2^ 
3-carbonitrile as a yellow solid, mp. 275-280°C. 

20 'HNMR (d^-DMSO, + trifluproacetic acid): 5 9.25 (d, 2H, J= 7.3 Hz); 8.41 (s, 
1H); 8.06 s (d, 1H, Jjl.5^ Hz); 7.98 (d, 1H, J=1.5 Hz); 7.93 (d, 1H, J=1.7 Hz); 
7.78 (s, lH); 7.58 (dd, : 1H, J=1.7Hz, 9.9 Hz); ,7.45 (s, 1H); 7.33 (d,lH, J= 6.4 
Hz); 4.55 (t, 2H, J=3.6 Hz): 4.11 (t, , 2H, J=3.9 Hz); 4.04 (s, 3H); 3.85 (s, 3H). 
MS (ES, positive ion mode): m/z calcd for C 27 H 2 ,C1 2 N 5 0 2 S: 550.5, found 

25 (M+H) + 549.7 

Analysis for ^ 7 H 21 C1 2 N S 0 2 S • 1.7 H 2 0 
Calcd: C:55.80; H:4.23;N: 12.05 
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Found: C:56.05; H:4.14; N:l 1.70 

Example 149 

4-r3-Chlorb^4-(l -methyl - 1 ff-\m\ Hfl zol-2-vlsulfmvDphen^ 
5 methbxv-8-(2-morpholiri^^^ 

Procedure 1: 

A mixiui^ (23 mmol) of 8-(2-chloroethoxy)-4-[3-chloro-4- 
(1 -methyl- liy-imid^l-2-ylsidfanyl)pheny lamino]-7- 

10 methoxybehzo[g]quinoline-3-carbonitrile, 4,0 mL of morpholine and O.i g of 
sodium iodide in 10 ihl/bf 1,2-dimethbxyethane is heated under reflux for 16 
hours. After allowing the reaction to cool, the solvent is evaporated to yield a 
residue, which is stirred with saturated sodium bicarbonate. The solid is 
collected by filtration, washed^ with water and dried. The crude product is 

15 purified by silica gel chromatogi^hy, utilizing a gradient of 98:2 to 90:10 of 
methylene ^ chioride/inethanbl to give 0.53 g of 4-[3-chloro-4-(l-methyi-iH- 
imidazol-2-ylsulfanyl)pte 

ethoxy)benz»[g]qxiinoline-3-carbom a yellow solid, mp >300°C. 
Procedure 2: 

20 A mixture of 2.32 g (6.11 mmol) of 7-methoxy-8-(2-morpholin-4-yl- 

ethoxy)-4-oxo-l,4-dihychobe&o[g]q^oline-3 and 35 mL of 

phosphorus oxychloride is heated under reflux for 1 hour, then cooled to room 
temperature. Excess phosphorus oxychloride is evaporated to yield a residue, 
to which toluene is added and the resulting solution is reduced in vacuo. 

25 Toluene is added and evaporated twice more. The resulting residue is cooled 
with ice bath, neutralized with cold saturated solution of sodium bicarbonate 
and stirred. The solid is collected by filtration, washed with cold water and 
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dried to yield 1.989 g of 4-chloro-7-methoxy-8-(2-morpholin-4-yl- 
ethoxy)benzo[g]quinoline-3-carbonitrile as a yellow solid. 

MS (ES, positive ion mode): mix calcd for Cj^oCn^O^^, found (M+H) + 
398.2 

5 A mixture of 1.98 . g (4.98, mmol) of 4rcMoro-7-methoxy-8-(2- 

moipholin-4-yl-ethoxy)bei^ 1.31 g (5.47 mmol) 

of 3-cMoro^-(l-metiiyl-liy-im^ and 0.6 g (5.2 

mmol), of pyridine hydrochloride in 2-ethoxyethanol is heated at 120°C for 
1.25 hours, then cooled. The crude mixture is poured into a solution of 

10 saturated, sodium bicarbonate/ice and stirred for 45 niinutes. The resulting 
solid is collected by filtration, then washed with water, ether and ethyl acetate 
successively. After, drying in vacuo, , the solid is punfied by silica gel 
chromatography, using a 94:6 to 9:1 gradient of methylene chloride/methanol 
to provide a yellow solid. This solid is suspended in ethers filtered, and further 

15 washed with ether. After drying in vacuo, 1.77 g of 4-[3-cMoro-4-(l -methyl- ; 
l/y-imidazol-2-ylsulfanyI^ 

ethoxy)benzo[g]quinolihe-3-carbonitrile is obtained as a yellow solid, mp. 
>300°C. : : 

1 HNMR (d 6 -DMSO + trifluoroacetic acid): 5 9.28 (s, 2H); 8.45 (s, 1H); 8.06 
20 \d, 1H, J=l,5 Hz); 7.98 (d, 1H, J=1.5 Hz); 7.93 (d, 1H, J=1.7 Hz); 7.83 (s, 1H); 
7.58 (dd, 1H, J= 1.7Hz, 6.4 Hz); 7.48 (s, 1H); 7.35 (d,rlH, J= 6.4 Hz); 4.67 (t, 
2H, J=3.6 Hz); 4.06 (m, 2H); 4.04 (s, 3H); 3.87 (s", 3H); 3.77 (m, 4H); 3.67 (d, 
2H, J= 9.3 Hz); 3.36 (t, 2H, J=3.6 Hz). 

MS (ES, positive ion mode): m/z calcd for C^H^CINgOsS: 601.1, found 
25 (M+H) + 601.2 

Analysis for C 31 H 29 C1N 6 0 3 S • 1 .7 H 2 0 
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Calcd: C:55.80; H:4.23; N:12.05 
Found: C:56.05;H:4.14;N:1 1.70 . 

Example 150 

5 4-r3-Chloro-4-a-methY l-1^-'rmria7 ol^ 

• cMoropropoxvV7-methbxvben7^fg]g Tii noline-3-carbonitrile 

Following the proceduret of Example 148; 0.3; g (0.6 1 mmol) of 4-[3- > 
chloro-4-(l-methyl- l/f r inn^aOTl-2-ylsulfanyl)phenyla^nm6]-8-hydf oxy-7-> • 

10 methpxybenz»[g]qumoline-3-carbonitrile is reacted with 0;19 g (0.77mmol) of 
3-chloropropyl /^toluene sulfonate and 0.3 g of (0.92 "mmol) of cesium 
carbonate, then an additional 0.05. g (0.2 mmol) of 3-chl6ropropyl p-toluene 
sulfonate and 0.07 g (0.2 mmol) of cesium carbonate in 5 mL of dry dimethyl 
formamide to provide 0.3 g of a beige solid. A sample of the solid is purified 

15 by silica gel chromatography, utilizing a. 99:1 to . 95:5 gradient of methylene 
chloride/methanol to give - - 4-[3-cMoro^r(l-memyl-l/f-imidazol-2- 
ylsulfanyl)phenylammo]-8-(3-cMoropro^ 
carbonitrile as an orange soUd, mp >300°C. 

! HNMR (d 6 -DMSO + trifluoroacetic acid): 8 9.25 (d, 2H, J= 8.6Hz); 8.42 (s, 
20 1H); 8.06 (d, 1H, J=1.5 Hz); 7.98(d, 1H;J=1.5 Hz); 7.93: (4 1H, J=1.7 Hz); 
7.78 (s, 1H); 7.57 (dd, 1H, J=l. 7Hz, 6.4 Hz); 7.44 (s,lH); 7.33 (d, 1H, J= 
6.4); 4.39 (t, 2H, J=4.5 Hz); 4.03 (s, 3H); 3.87(m, 2H);.3.86 (s, 3H); 2.35 (m, 
2H). . • 

25 MS (ES, positive ion mode): m/z calcd for CjgH^C^NsOjS: 564.5, found 
(M+H) + 563.6 

Analysis for QgH^CljNjOjS • 2.0 H 2 0 
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Calcd: C:56.51; H:4.53;N:11.66 
Found: C:56.51; H:4.04;N: 11.37 

. : i->- ExampleJlSl; ; 

5 4-r3-Chlqro^-(l-meA Yl-l//-iniiHaiy ol-2-vlsu^ 

methoxv-8-f3-moroholin-4-vl-propoxv^benzorg1quinnliTie-3-carboiu1rile 

, FoUowjng procedure 1 of Example 149, a mixture of 0.13 g (0.22 
mmol) of 4r[3-cMoro^^ 

10 (3-chloropropoxy)-7-memoxybenzo^ 0.3 mL of ' ( 

morpholine and 0.01 g of sodium iodide is heated under reflux for 16 hours, to * 
provide 0.,054 g of a yellow solid: A sample of the solid is purified by silica 
gel - chromatography, utihafig a. 97:3 to 90:10 gradient of methylene -' 
chloride/methanol v. : to, , giye j 4-[3-cUoro^(l-methyl-li/-imidaz6l-2-' 

15 ylsulfanyl)phenylannno] r 7-methoxy-8-(3-morpholin-4-yl- . ; - ; 

propoxy)ben2»(g]qiimohne-3-carbonitrile as a yellow solid, nip 230-235°C. 
'HNMR (d 6 -DMSO + trifluoroacetic acid): 8 9.26 (s, 2H); 8.42 (s, 1H); 8.05 
(d, 1H; J=l,2 Hz); X97 (d, 1H, J=1.2 Hz); 7.92 (d, 1H, J=1.6 Hz); 7.73 (s, 1H); 

7.57 (dd, 1H, J=1.6Hz, 6,3 Hz); 7.46. (s, 1H); 7.33 (d, 1H, J= 6.4 Hz); 4.36 (t, 
20 2H, J=3.6 Hz); 4.07 (m, 2H); 4.02 (s,- 3H); 3.85 (s, 3H); 3.71 (t, 2H, J=9.1 Hz)V 

3.58 (d, 2H, J= 9.1 Hz); 3.38 (t, 2H, J=5.4 Hz); 3.19 (t, 2H, J=8.0 Hz); 2.33 
(m, 2H). 

••• ■ '■ . , , • ■ : ■ ■: 

MS (ES, positive ion mode): m/z calcd for C 32 H 3 iCUST 6 0 3 S : 615.2, found .'• 
25 (M+H) + 614.7 

Analysis for C3 2 H 3 ,C1N 6 0 3 S • 1.5 H 2 0 
Calcd: C:59.85;H:5.34;N:13.09 
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Found: C:59.78; H:5.04; N: 12.98 

Example 152 

4-f3-CMoro^-n-methYl-1/f-i^ 
5 methoxv-842-(4-metfavlpiperazi^^ 

• , : ^ : . , ■••."> i> : - i: carbonitrile -V.'^ : -1; 

Following procedure 1 of Example 149; a mixture of 0.15 g (0.3 mmol) 
of : \.8-(2rcMoroet^ 

1 0 ylsulfanyl)phenylan^^ 0.5 mL 

of 1-methylpiperazine and 0.02 g of sodium iodide is lieated under reflux for 
16 hours. : Purification of the material is carried out by silica gel flash 
chromatography^ utilizing a 90:10 to 85:15 gradient of methylene 
chloride/methanol to give 0.052 g of 4-[3-cMoro-4-(l-me1hyl-l/f-imidazot2-- 

1 5 ylsulfanyl)phenylamino]-7-me 

benzo[g]qinnoline-3-carbonitrile as a yellow solid, mp 184-186°G; 
1 HNMR (d 6 -DMSO,+ trifluoroacetic acid): 5 9.28 (d, 2H, J=1.9 Hz); 8.45 (s~ 
1H); 8.06. (d, IHy J=L4 Hz); 7.8 (d, 1H, J=1.4 Hz); 7.93 (d, 1H, J=L7 Hz); 
7.82 (s, 1H); 7,57 (dd, 1H, J-1.7Hz, 6.4 Hz); 7.49 (s, 1H); 7.34 (d, 1H, J= 6.4 

20 Hz); 4.67 (m, 2H); 4.03 (s, 3H); 3.89 (m, 2H); 3.86(s/3H); 3.71-3.25 (m, 6H); 
3.2(m, 2H); 2.97 (s, 3H). r 

MS (ES, positive ion mode): m/z calcd for C 32 H 32 C1N 7 0 2 S: 614.2, found 
<M+2H) 2+ 307.6 ^ 
25 Analysis for C 32 H 32 C1N 7 0 2 S • 3.5 H 2 0 
Calcd: C:56.74; H:5.80; N:14.48 
Found: C:56.57; H:5.46; N:14.12 
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Example 153 

• 4-r3-CMoroT4-(l-methvMiy-ii^^ 
methoxv-8-f2-rL231triazol-2-vl^tKoxv)benzofg1quin 

5 . . •-. . . - z z;n - And • : _ - • ■ 

Example 154 

. 4-P : Ghloro-4-(l-tQ ethyU1 ^i midazol-2-vlsulfanvDphenvlamiiioV7- ^ : 
methoxy-8-(2-ri.23]triazol-l-yl-etho^^ ? 

: : «5 ^U 3 *.!-^./}!.^/- V :;'.vr:: v i r -". ij : • \\ ;>i ■ ■ ■-■ 

10 r A mixture of 0.3 g (0,55 mmol) of ^ 8-(2-cUoroe1hoxy)-4-[3-clUqro-4^ 

(l-methyI-l/f-imidazol-2-ylsiiIfanyl)phenyla , * ; 

methoxybenzo[g]quinoline-3-carbonitrile, 0.32 mL (5.5 mmol) of 1#-1,2,3- 

triple and 0.1 g-(2.5 mmol) of sodium, hydroxide powder in 5^mL of NjN- ;. 

dimethyl fonnamide is heated at 80°C for 4.5 hours, then cooled and poured on 
15 to ice. The solid is collected by filtration, washed with water and dried. The 

two isomers are separated by silica gel chromatography, utiUzing a. 99:1 to 

85:15 gradient of ethyl acetate/methanol. The less polar material, 0.062 g of 4- 

[3-cMoro-4-(l -methyl- lif-imidazo^ 

(2-[l,2,3]triazol-2-yl-ethoxy)berizo[g]qiun is obtained as 

20 yellow solid, mp^235-237°C, .,.. it .^ l r . , ... 

1 HNMR (d 6 -DMSO +,Muoroacetic. acW): ; & 9.22 (d, 2H, Jrf 1 1.5Hz); 8.4 (s, 

1H); 8.04 (d, 1H, J=1.4 Hz); 7.96 (d, 1H, J=1.4 Hz); 7.92 (d, 1H, J=1.7 Hz); 

7.81 (m, 3H); 7,55 (dd, 1H, J=1.7Hz, 6.4Hz); 7.43 (s, 1H); 7.30 (d, 1H, J= 6.4 

Hz); 4.98 (t, 2H, Jf=3.8 Hz); 'tfW^^J^AJfyiSM (s, 3H); 3.84 (s, 3H). 
25 MS (ES, positive ion mode):, m/z calcd for C^CIN^S : 583.1; found 

(M+H) + 582.7 ..; ,r : - r 

Analysis for C^^ClNsOjS • 1 H 2 0 
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Calcd: C:57.94;H:4.19;N:18.64 

Found: C:57.73;H:4.10;N:18.65 - ; 1 

The more polar material, .0.087. g of 4-[3-cMoro^r(l-memyl-lff-imidazol-2- 
ylsulfahyl)phenylamino]:T.7-m^^ ' r ■- 

5 emoxy)ben2»[g]qiimolme-3-CMbonitrile, is obtained as an orange solid, mp 
201-207°C. :: ; ? ^ 

1 HNMR- (dMjMSO'.*; ^ilubfo^aic : acid); 8 9.24 (d, 2H, j=8:9 -Hz); 8.4 
(s,lH); 8.24.(s,lH); 8.6ff(djlH; J=1.2 Hz);' 7.98 (d,lH, J=1.2 Hz); 7.93 (d,lH, 
J=1.5Hz); 7.78 (d, 2H, J=5.1Hz); 7.57 (dd,lH, J=1.5Hz, 6.3 Hz); 7.43 (s,lH); 
10 7.33 (d,lH, J= 6.4 Hz); 4-99 (t, 2Hi J=4.0 Hz); 4.71 (t, 2H, J=3.6 Hz)T 4:00 (s, 
3H); 3.86 (s, 3H). : ; v : : - : :> : ':OV,K-. - V 

MS (E'S, positive- ion modej: m/z calcd for C^HisGlNgdjS: 583.1, found 
(M+H) + 582.7 — ' " • - , > .v- : - 

15 Analysis for CjsH^CiNgdzS • 2 H 2 6 •' •'»-• J ' :,r? ' v- '- - ^'^ * - ■ ■ 
Calcd: C:56.26; H:4!40;N: 18.10 l; " ; - : •"- - 

Found: C:56.34; H:4.i9; N:17.83 ' 

' x ' "• : " Example 155 
20 4-(2.4-DicMoro-5-metfaoxvpheny lamin oV8-hvdr6xy-7- 

memoxvbehzofglqumolme-3-carbomtiTle 1 

A rmxture of 0.7 g (2.46 mmol) - of : 4-chlbro"-8-hydroxy-7- 
meth6xybenzo[g]qumolme-3-carbonitrile, 0.57 g (2"95mmol)""of 2,4-dichloro- 
25 5-memoxy aniline and 0.28 g (2.46 mmol) of pyridine hydrochloride in 7 mL 
of 2-ethoxyethanol is heated at 120°C for 2 hours, men cooled to room 
temperature. The product mixture is diluted with saturated solution of sodium 
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bicarbonate and stirred for 15 minutes. The resulting solid is collected by 
filtration, washed with, water and dried. The crude product is purified by silica 
gel chromatography, utilizing a 98:2 to 90:10 gradient of methylene 
chloride/methanol to give 0.71 g of 4-(2,4-dicUoro-5-methoxyphenylam^ 
5 8-hydroxy-7-metho^benzo[g]c^^ as a yellow solid, mp, 

238t240°C. v r - - - r. 

'HNMR (d 6 -DMSO + trifluoroacetic acid): 8 9.31 (s, 1H); 9.22 (s, 1H); 8.28 
(s, 1H); 7.89 (s, 1H); 7.64 (s, 1H); 7.44 (s, 1H); 7.41 (s, 1H); 4.03 (* 3H); 3.91 
(s, 3H); • r.- 4i ; , - • 

10 ....... ■■ . .; . .■ 

MS (ES, positive ion mode): m/z calcd for C^HisCljNaOj: 440.3, found 
(M+H) + 439.7 

Analysis for C^zHijC^NsOj • 1.0_H 2 O - .-j- . .. i ■ 

Calcd: C:S7.65; H:y!4;N:SU? , :; : :Y- ! ' 

15 Found: C:57.80; H:3.94; N:8.82 

. Example 156 

8-(3-CMoropropoxv^^(2.4-dichloro-5-methoxvphenvlaniirinV7- 

memoxvb en7.n[p;1qiiin oline-3-carbonitrile 

20 

Following the procedure of Example 148, 0.43 g (0.98 mmol) of , 
L20350-72-A is reacted with 0.3 1 g (1 .25 mmol) of 3-chloropropyl ^-toluene 
sulfonate and 0.48 g of (1.47 mmol) of cesium carbonate, then, an additional 
0.05 g (0.2 mmol) of 3-chloropropyl /^-toluene sulfonate and 0.07g (0.2 mmol) 
25 of cesium carbonate in 6 mL of dry dimethyl fonnamide. The crude product is 
purified by silica gel flash chromatography, utilizing a 99.5:0.5 to 99:1 
gradient of methylene chloride/methanol to give 0.71 g of 8-(3- 
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chloropropoxy)-4-(2,4-dfc^ 

methoxybenzo[g]qiunoline-3-carbomtrile as a yellow solid* inp 220-223 0 C. 
1 HNMR ? (d 6 -DMSO 4- trifluoroacetic acid): 8 9.35 (s, iH); 9.25 ! (s, 1H); 8.44 
(s, 1H); 7.87 (s r 1H); 7.77 (s, IH); 7.6f (s, iH); 7.47 (s, 1H);4.41 (t, 2H, JN4.5 
5 Hz); 4.06 (s ; 3H); : 3.93 (s, 3H); 3.88 (t, 2HJ J^4.8 ^^23S(mi2i^: 

MS (ES, positive ion mode): m/z calcd for C^^CyS^: 516.8, found 
(M+H) + 517.6 - v ' r ; : ^ 

Analysis for G^I^Cl^C^ • 6.5 H 2 0* ^- ^ " F 

Calcd: C:57.10; H:4.03; N:7.99 - ^ 

10 Found: C:57.01; H:4.00; N:7.86 

Example 157 

4-(2.4-DicMoro-5-methox\T3henvla^^ 

4-vl-propoxv > )benzor glquinoline-3 -carbonitiile 

15 H : - ■ : 

Following procedure 1 of Example 149, a mixture of 0.105 g (0.20 
mmol) of 8-(3-cMoropropoxy)-4-(2,4-dicU6ro-5-methoxyphenylaniino)-7- 
methoxybenzb[g]qum 0.3 mLof m^^ 0.01 g of 

sodium iodide in 10 mt of 1,2-^iinfe^kyefl^^ "is heated under reflux for 7 

20 hours. The resulting solid is purified by silica gel chromatography, utilizing a 
98:2 to 94:6 gradient of methylene chloride/methanoi to give 0.089 g of 4- 
(2,4-&ichloro-5-i^ -moipholin-4-yl- 
propoxy)6enzb[g]quinoiine-3-carboni as a yellow solid, mp 2b5-268°C. 
1 HNMR (d 6 -DMSO + trifluoroacetic acid): 5 9.37 (s, IH); 9.26 (s, 1H); 8.44 

25 (s, IH); 7.88 (s, IH); 7.73 (s, IH); 7.63 (s, 1H); 7.49 (s, IH); 4.39 (t, 2H, J=5.5 
Hz); 4.09 (m, 2H); 4.05 (s, 3H); 3.93 (s, 3H); 3.75 (t, 2H, J=i 1.7 Hz); 3.60 (d, 
2H, J=12.2 Hz); 3.42 (t, 2H, J=7.0 Hz); 3.21 (t, 2H, J=9.3 Hz); 2.35 (m, 2H). 
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MS (ES, positive ion mode): m/z calcd for CyH^Cy^O^ 567.5, found 
(M+H) + 566.7 

Analysis for Q^gCljN^ • 1.7 H 2 0 
Calcd: C:58.23;H:5.29;N:9.37 
5 Found: C:57.91; H:5:15; N:9.12 

Example 158 

4-(2.4-DicMoro-5-methoxvphenY lamino ^^ 

ethoxv^benzofg^qninoline-S-carbonitrile 

10 t - L , And ... . ; ; ., , , 

r Example 159 

4-f2.4-DicMorO"5-methoxvphenvlaminoV7-methoxv-8-r2- : 
fl«2.31triazol-l-vl-ethoxv>benzorg1q 

15 Following the procedure of Example 148, 0.28 g (0,64 mmol) of 4- 

(2,4^cUoro-5-methoxyphenylamino)-8-hydroxy-7- 

methoxybenzo[g]quinoline-3-carbonitrile is reacted with 0.18 g (0.76mmol) of 
2-chloroethyl ^-toluene sulfonate and .0.3. g of (0.92 mmol) of cesium 
carbonate, then an additional 0.05 g (0.2 mmol), of 2-chloroethyl /^toluene 
20 sulfonate and 0.07 g (0.2 mmol) of cesium carbonate in 5 mL of dry dimethyl 
formamide. This yields 0.31 g of 8-(2-chloroethoxy)-4-(2,4-dichloro-5- 
methoxyphenylamino)-7-metho^benzo[g]quinoline-3- as a brown 

solid. 

MS (ES, positive ion mode): m/z calcd for C 28 H 23 C1 2 N 5 0 2 S : 502.8, found 
25 (MH-H) + 503.7 

A mixture of 0.31 g (0.62 mmol) of 8-(2-cMoroethoxy)-4-(2,4- 
<UcMoro-5-methoxyphenylamino)-7-methoxybenzo[g]qiiinoline-3-carb 
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0.36 mL (6.1 mmol) of T#-l,2,3-triazoie and 0.11 g (2.8 mmol) of sodium 
hydroxide powder in 5 mL of N,N-dimethyl formamide is heated at 80°C for 
4.5 hours, then cooled and poured on to ice. The solid is collected by filtration, 
washed with water and dried. The two isomers are separated by silica gel flash . 
5 chromatography,, using first 7:3 ethyl acetate/hexane, then a 100:0 to 9:1 
gradient of ethyl acetate/methanol. The less polar material, 0.071 g of 4-(2,4- 
mcMoro-5-memoxyphenylammo)-7-mem^ 

emoxy)benTO[g]quinolmb^3-carbomtriie, is obtained as yellow solid, mp 285- 
287°C. iiiMifs.. i"r;'::--; - '■ 

10 ! HNMR (d 6 -DMSO + trifluoroacetic acid): 6 9.34 (s, 1H); 9.22 (s,lH); 8.44 (s, 
1H); 7.84(s, 1H); 7.79 (s, 2H); 7.77 (s, 1H); 7.60(s, 1H); 7.46 (s, 1H); 5.01 (t, 
2H, J=3.8 Hz); 4.84 (ti"2H/j=^3.7 Hz); 4.00 (s> 3H)J 3.94 (s/3H). 
MS (ES, positive^ io#m6*d^ 
(M+H) + 534.6 

15 Analysis for^HjoCl^dj* 0.5 H 2 0 

Calcd: C.57.36; H.3.89; N: 15:44 ; ' 1 va, ; 

Found: C:57 45; H:3.86;N:l5.14 . - , 

The more polar material, 0.053g of 4-(2,4^icmoro-5-memoxyphenyiamino)- 

7-meth i 6xy-8-(2-[i,2,3^ is 

20 obtained as brOwri solid, mp 245°C (dec). 

*HNMR (d*-DMs6^+ 9.35 (s, 1H); 9.27 (s, 1H); 8^42 

(s, 1H); 8.25 (d, 1H;j4)"6Hz); 7.89 (s, lit); 7.79 (d, 2H, J= 33 Hz); 7.64 (s, 
1H); 7.44 (s, 1H); 5.0 (t, 2H, J=3.8 Hz); 4.72 (t, 2H, J=3.7 Hz); 4.03 (s, 3H);.„ 
3.91 (s,3H). 

25 MS (ES, positive ion mode): m/z calcd for C^HjoCy^Os: 535.4, found 
(M+H) + 534*6 

Analysis for (^ 6 H 20 Cl 2 N 6 O 3 • 1-3 H 2 0 
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Calcd: C:55.88; H:4.08;N: 15.04 , 
Found: C:55.97; H:4.05; N:14.86 

i Example 160 

5 Methyl 2-cvano-3-f 4 v S-dimethoxv-2-nitrophenvlV2-propenoate 

To a mixture of 7.00 g (33.15 mmol) of 6-nitroveratraldehyde (80%) 
and 3.4 mL (38.42 mmol) of methyl cyanoacetate in 70 mL of methanol is 
added 0.7 mL of piperidine. An additional 100 mL of methanol is added and 

10 tibte thick suspension is wanned slightly until the mixture stirred freely. After 
stirring at room temperature for 1 hour, the solids are collected by filtration 
washing with methanol followed by diethyl ether to give 7.57 g (78%) of 
methyl 2-cyano-3-(4,5niimethoxy^^ a pale 

yellow solid, mp 162«164°C. [ ; 

15 MS 292.1 (M+H) + 

Analysis for C13H12N2P6 . 

Calcd: C, 53.43; H, 4.14; N, 9.59. ^ : 

Found: C, 53.03; H, 4.02; N, 9.59. ; - x-r 

20 Example 161 , 

Methyl 2-aminO"6,7»dimethoxv-3-qxiinolinecarboxvlate 

To methyl 2-cyano-3-(4,5-dimethoxy-2-nitrophenyl) r 2-propenoate 
(7.00 g, 23.97 mmol) in 100 mL of acetic acid is added 5.00 g (89.6 mmol) of 
25 iron. The mixture is heated at reflux for 10 minutes, cooled slightly, filtered, 
and washed with ethyl acetate. The filtrate is concentrated in vacuo and 
partitioned between ethyl acetate and saturated sodium bicarbonate. The 
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organic layer is dried over magnesium sulfate, filtered and concentrated in 
vacuo to provide 652 mg (10%) of product as a pale yellow solid. The 
aqueous layer is acidified with acetic acid and the resultant solid is collected 
by filtration, washing with water arid ethyl acetate to provide 1.57 g (25%) of 
5 methyl 2-amino-6,7-dimeth6^-3^uin6l^ as a pale yellow solid, 

mp227-229°C. 
MS 263.1 (M+H) + 
Analysis for C13H14N2O4 

Calcd: G; 59.54; H, 5.38; N, 10.68; ' v i 
10 Found:C, 59.56; H, 5.46; N, 10:55. r : 

Example 162 

Methyl 2-frffiWdimetKvlam^ 

quinolinecarboxvlate 
15 U ' y > ^ 

A mixture of methyl 2-amino-6,7-dimethoxy-3-qui^^ 
(3.60 g , 13.04 mmol) and 4.10 g of dimethylfdrmamide dimethylacetal in 60 
mL of toluene containing 40 mg of /?-toluenesulfonic acid is heated at reflux 
for 2 hours. Upon cooling to room temperature a solid formed and is collected 
20 by filtration to provide 736 mg of methyl 2-{[(E)- 
(dime1liylamino)methylidene]amino } -6,7-dimethoxy-3 -quiiiblinecarbbxylate 
as an off-white solid, mp 1 66- 168°C. 
MS 318.1, 319.0 (M+H) + - 
Analysis for C16H19N3O4 

25 Calcd: C, 60.56; H, 6.03; N, 13.24. 
Found: C, 60.63; H, 6.08; N, 13.32. 
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The filtrate is concentrated in vacuo to provide an additional 2.86 g of 
methyl 2-{[(E)-(dimethylammo)m 
quinolinecarboxylate. * \ > » • • 

5 L. --v. Example 163 iv ,. r; .*^- ; V : 

7.8^Dimethoxy-4-oxo-L4-dihvdrobenzoP3] fl.81 naphthvridine-3-carbbhitrile 

Acetonitrile (1.3 mL, 24.9 mmol) is added to a -78°C solution of 9.0 
mL of 2.5 M H-butyllithium (22.5 mmol) in 40 mL of tetrahydrofuran. After 
10 stirring at -78°C for 15 min, a solution of 2.86 g (9.02 mmol) of methyl 2- v . 
{[(E)-(dimethylammo)methy 

quinolinecarboxylate in 100 mL of tetrahydrofuran is added dropwise over 30 
minutes. After stirring at -78°C;fqr 30 minutes, the reaction mixture is 
allowed to wann to room temperature and then stirred at room temperature for 

15 1 hour. The reaction mixture is cooled to -78°C and 3.0 mL of acetic acid is 
added. The mixture is then stirred at room temperature for 40 min. The solids 
are collected by filtration washing with water, methanol and ethyl acetate to 
provide 1,11 g (44%) of 7,8^iimLetho^ 
naphth5nidme-3-carbonitrile as a light yellow solid, mp > 300°C. , 

20 MS 281.9 (M+H) + . . 

Analysis for C15H1 1N3O3 • 0.65 H2O 

Calcd;; C, 61.49; H, 4.23; N, 14.34. .: < ■ -v- ' 

Found: C, 61,40; H, 4.40; N, 14.70. 

25 Example 164 

4-CMoro-7.8-dimethoxvbenzo[b1 |X8]naphthvridine-3-carbonitrile 
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A mixture of 7,8niimethoxy^K>xo-l,4^dihy^ 
[l,8]naphtfayridine-3-carbonitrile (500 mg, 1.78 mmol) and 5 mL of if 
phosphorous oxychloride is heated at reflux for one hour then cooled to room 
temperature. Hexane (20 mL) is added and the resultant solids are collected 
5 by filtration washing with hexane^ water, methanol and ethyl acetate to 
provide 25&mg (49%) of.4^cWoro4,8-dimetHoxyberizo|>] [r,8]naphthyri<iine- 
3-carbonitrile as a brown solid, mp > 300°C. 

MS 299.9; 302.0 (M+H)* : r :H : - < ■ r ^ ; ^ 

Analysis for Ci5Hi0ClN3O2^ 0.40 ifeO ^ '* r ^' ^ * 
10 Calcd: C, 58.70; H • 3.55; N, 13.69. " ^ * 

Found: C, 58.85; H, 3.33; N, 13.97. : ' - r ^ 1 - r G r: 

■ — " - - ? - Example 165 ; * U 

' * 4-(2.4>DicMbr6-5^ " ^ 

15 ^ - ri.81naohthMdine-3^^ * ( J 

A mixture of 4-cUoro^7,8-dm^ 
carbonitrile (150 nig; 0.50 mmol); 2,4-dichl6rd^5-methoxyaniline 
0.83 mmol) and pyridine hydrochloride (70 mgj 0.60 mmol) in 15 m£ of 2- 

20 ethoxyethanol is heated at reflux for 25 minutes then cooled to robin 
temperature. The solution is partitioned between ethyl afcetate and saturated 
sodium bicarbonate. The organic layer is dried over magnesium sulfate,- 
filtered and concentrated in vacuo. The residue is pairtitiohed between ethyl 
acetate and an aqueous solution of sodium hydroxide and sodium bicarbonate 

25 (pH 14). The organic layer is dried over magnesium sulfate, filtered and 
concentrated in vacuo. Diethyl ether is added to the residue, and the resultant 
bright orange solid is collected to provide 86 mg (38%) of 4-(2,4-dichloro-5- 
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methoxyauilino)-7,8-dimethoxybenzo[b] [l,8]naphmyridine -3-carbonitrile, 
mp 297°C dec. o' - 
MS 455.0, 457.00. (M+H) + . , . ,. : * . 
Analysis for C22HI6CI2N4O3 
5 Calcd: C, 58.04; 3.54; N,. 12.31. 

Found: G, 57.86; H, 3.48; Ni 12:30. " 

• ■. ■ Js«> l.-t>x" :■• •' •= •=''• •• - : ' • ' • 

■:••«. v.- Example 166 

4-(2-CMoroethoxvV5-methoxv-2-nitr6b"enzaldeh"vde 
10 • "■ ^ •••vt« • •/ 

Fuming nitric acid (10 mL) is added dropwise to a -40°G suspension of 
5.00 g (23.36 mmol) of 4-(2-cMoroemoxy)-3-memdxybenzaldehyde (Milbank, ' 
J. B. J., et.al., J. Med. Chem., 42(4), 649-658, 1999) in 23 mL of 1,2- 
dichloroethane. The reaction mixture is slowly allowed to warm to -10°C. 

15 The mixture is poured onto 300 mL of ice water and then extracted with ethyl 
acetate.u! The: organic _layer _ is - dried over* magnesium sulfate,' filtered and 
concentrated in vacuo. Diethyl ether is added to the residue and the pale 
yellow solid: is collected' by, -filtration, to; provide 2.43 g (40%) of 4-(2- 
chlproethoxy)-5-methoxy--2-nitr6benzaldehyde, nip 148-150°C. : .-, 

20 MS 260.1, 262.1 (M+H) + ; v. -v- "... - 

Analysis fpr.Cl0Hl0GlNO5- .-..•t:. 
Calcd: C, 46.26; H; 3.88; N, 5.39. :; 
Found: C, 46.64; H, 3.60; N, 5:21. - 

- . * 

25 Example 167 

Methyl (2EV2-cvano-3-( 4-r2-cM6roethoxvV5-methoxv-2-iiitrobhenvlV2> 

" propehoate 
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To a mixture of 3.00 g (1L58 mmol) of 4-(2-chloroethoxy)-5- 
methoxy-2-nitrobenzaldehyde and 1.5 mL (16.95 mmol) ^of methyl 
cyanoacetate in 30 mL of methanol is added 0.3 mL of pipeiidihe. The 
5 mixture is heated at reflux for 5 minutes then cooled slightly, and the thick J 
suspension is collected by filtration washing with ethyl acetate followed by 
diethyl ether to give 1.07 g (27%) of methyl (2E>2-cyano-3-[4-(2- 
cUoroethoxy)-5-methoxy-2-nitrophenyl]-2-prppenoate as a yellow solid, mp 
softens at 121°Qmel^ r : r c -O ^ : - ' 

10 MS 340.1, 342.1 (M+H) + 

Analysis for C14H13CIN2P6 vxS* r ]. f nx 1: 

Calcd:- C, 49.35; H, 3.85; N, 8.22: — *L T - • 1 ; ; 

Found: C, 49.56; H,-3.90; N, 8.26: - ; : - V .1 *'•' , 5 

15 y. "-^ uvaV* Example 168: : CO : v v-' ; / '* '\ 

Methyl 2-Ammb-7-r2-chloroethox^ 

3' •■• -y w ' ■ ~ v ." * '•■* ■ *Y \x . • ..'■'*' > :-t 

. To, ; : methyl ,1 (2E)-2-cyano-3-[4-(2-cMo^ 

nitrophenyl]-2-propenoate (1 9.3 g y 56.6 mmol) in - 250 mL* of acetic acid is 1 
20 added portionwise 12.0 g (215.0 mmol) of iron. The mixture is heated at 

reflux for 20 minutes, cooled slightly and filtered washing with ethyl acetate. 

The filtrate is concentrated in vacuo and water; is added to the residue. The 

resulting yellow solid is collected by filtration washing with water to provide. 

14.6 g of methyl 2-amino-7-[2-cHoroethoxy]-6-methoxy-3- 
25 quinolinecarboxylate. An analytical sample is obtained by stirring a portion of 

the product with a mixture of methanol and aqueous ammonium hydroxide. 

The undissolved solids are removed by filtration. Upon standing solids 
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appeared in the filtrate and are collected to provide methyl 2-amino-7-[2- 
cUoroethoxy]-6-memoxy-3-q^uinplinecarboxylate as light yellow crystals, mp 
145-157°C. 

MS 311.0, 313.0 (M+H)\ 
5 Analysis for C14H15CIN2O4 

Calcd: C, 54.11; H, 4.87; N, 9.02. s 
Found: C, 53.88; H, 4.84; N, 8.99. 

- x • \-v r '\ '■: ■ ..•■«..•- - ■' • •'■ " 

Example 169 : - a . 

10 Metfavl 7-(2^MoroethoxvV2-{|YlEV(dimeth^ 

metfaoxy~3-quinolinecarboxvlate ^ 

A mixture of methyl 2-annnp-7-[2-chto^ 

quinolinecarboxylate (5.00 g, 16.09 mmol) and 5.10 g of dime&^lfonnamide 
1 5 dimethylacetal in 75 mL of toluene containing 50 mg of /7-toluenesulfonic 

acid is heated at reflux for 10 minutes then cooled to room temperature. 

Diethyl ether is added and the solids are collected by filtration to provide 3.81 ? 

g of methyl _ 7-(2-chloroethpxy)-2.{[(lE> 

(dimethylamrino)melh^ as a 

20 pale yellow solid, mp 108-110!C. r ;K . m % 

MS366.1, 368.1 (M+H) + 

Analysis for C17H20CIN3O4 • 0.5 H2O T 
Calcd: C, 54.47; H, 5.65; N, 11.21. 

Found: C, 54.86; H, 5.62; N, 10.89. _ , • 

25 



Example 170 
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8-f2-CMoroethoxvy7-me&ox^ 

' [l^lnaphthyridine-S^arbdnitiile v r 

Acetonitrile (1.4 mL, 26.8 mmol) is added to a -78 b G solution of 9^6 
5 mL of 2.5 M w-butyllithium (24.0 mmol) in 50 mL ot teb^ydrofuran. After 
stirring at X \ , = r . ! : v 

-78°C for 15 min, a solution of 3.50 g (9.02 mmol)- of methyl 7-(2- 
chloroethoxy>2-{[(lE)-(dimethylamm^ 
quinolinecarboxylate : j «r : 

10 in lOO^mD^of tej^y<^fin^ 4 -is added df6pvdse^ovdr~35 After 
stirnngat 

-78°C for 30 minutes, the reaction mixture is allowed to warm to room 
temperature and then stiired at room temperato for 1 hour. The reaction 
mixture is cooled to ~ ^ ' - { 



15 -78°C and 3.2 mL of acetic acid is added. The mixture is stirred at room 



temperature for 35 minutes. The solids are collected by filtration washing 
with water, methanol and ethyl acetate to provide 1.59 g ; (50%) of product An 
analytical sample is obtained by heating a portion of the product with 
methanol' and filtering the hot solution to provide 8-(2-cMbroe^oxy)-7- 
20 methoxy-4-oxo-l,4-dihydrobenzo[b] [l,8]naphthyridine-3 : carbonitrile as a tan 
solid, mp 280°C dec. 

MS 327.6 (M+H) + : J 

Analysis for C16H12CIN3O3 • 2.0 H2O 
Calcd: C, 52.54; H, 4.41; N, 1 1.49. 
25 Found: C, 52.26; H, 4.47; N, 1 1 .49. 



Example 171 
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4-Chloro-8-( r 2-chloroethoxvV7-methoxvbenzorb1 CK8]naphthvridine-3- 

carbonitrile 

A mixture of 8-(2-chloroethoxy)-7-methoxy-4-oxo-l,4- 
5 dihydrobenzo[b] [l,8]n^hthyridine-3-ciarbonitrile (2.29 6.96 mmol) and 15 
mL of phosphoroxis oxychloride is heated at reflux for one hour then cooled to 
room temperature. The resultant solids are collected by filtration washing with 
hexane, water, methanol and ethyl acetate to provide 929 mg (38%) of 
product Upon standing, an additional 155 mg of product is obtained from the 

10 filtrate. This solid is stirred in methanol," filtered and washed .with methanol 
and ethyl acetate to provide an analytical sample of 4-chloro-8-(2- 
chloroethoxy)-7-methoxybenzo [b] [l,8]naphthyridine-3-carbpnitrile as a 
mustard yellow solid, mp 265°C dec. 
MS 348.0, 350.0 (M+H) + 

15 Analysis for Ci6Hi lCl2N302 # 0.50 H2O 
Calcd: C, 53.80; S, : 3.39; N, l 1.76. " : 
Found: C, 54.16; H, 3.19; N, 12.10. 

Example 172 

20 8-(2-CM6roethoxvi^^ 

methbxvbeiizorbiri.81naph&vridine-3-carbonitrik 

A mixture of 4-chloro-8-(2-chloroethoxy)-7-methoxybenzo [b] 
[l,8]haphthyridine-3-carbonitrile (500 mg, 1.43 mmol) and 2,4-dichloro-5- 
25 methoxyaniline (460 mg, 2.39 mmol) in 40 mL of 2-ethoxyethanol is heated at 
reflux for 1 20 minutes then cooled to room temperature. The solution is 
partitioned between ethyl acetate and saturated sodium bicarbonate. The 
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organic layer is dried over magnesium sulfate, filtered and concentrated in 
vacuo. The residue is partitioned between ethyl acetate and an aqueous 
solution of sodium hydroxide and sodium bicarbonate (pH 14). The organic 
layer is dried over magnesium sulfate, filtered and concentrated in vacuo. 
5 Ethyl acetate and diethyl ether are added to the residue and the resultant 
orange solid is collected by filtration to provide 297 mg (41%) of 8-(2- 
cUoroethoxy)-4-(2,4-dichlorb-5-methoxyanilino)-7- 
me1hoxybenzo|>][l,8]naphthyridine-3-carbonitrile, mp 227-230°C dec. 
MS 502.8, 504.6, 505.0 (M+H) + 
10 Analysis for C23H17CI3N4O3 • 0.50 H2O 
Calcd: G, 53.87; H, 3.54; N, 10:93. v : 
Found: C, 54.09; H,3.36N, 10.91. ' ; ' ; : : 

O' ' ' - , 

Example 173 

15 4-(2.4-Dichloro-5-methoyvanilinoV7-methoxV"8--f2-(4- m 

mon>holinvl)ethoxv1benzon^iri.81naphthvridine-3-carbonitrile 

A mixture of 8-(2-chloroethoxy)-4-(2,4-dichloro-5-methoxyanilino)-7- 
methoxybenzo|>][l,8]naphthyridine-3K;arbomtrile (202 mg, 0.40 mmol) and 

20 sodium iodine (70 mg, 0.47 mmol) in 4 mL of morpholine is heated at reflux 
for 2 hours. The reaction mixture is concentrated in vacuo and partitioned 
between ethyl acetate and water. The organic layer is washed with saturated 
sodium bicarbonate, dried oyer magnesium sulfate, filtered and concentrated 
in vacuo. Ethyl acetate is added to the residue and the orange solid is collected 

25 by filtration to provide 105 mg (47%) of 4-(2,4-dichloro-5-methoxyaniUno)-7- 
methoxy-8-[2-(4-morpholinyl)ethoxy]benzo[b][l,8] naphthyridine-3- 
carbonitrile, mp 242-244°C dec. 
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10 



15 



20 



25 



MS 553.8, 555.8 (M+H) + . . . 

Analysis for C27H25CI2N5O4 . . ■ 
Calcd: C, 58.49; H, 4.54; N, 12.63. 

Found: C, 58.41; H, 4.23; N, 12.48. 

• ■ '' v~ <' ■ 1 y \ v • .. 
The following compound is made by the method of example 1 72: 

Example 174 
8-(2-CMoroethoxv^-l3^Moro-4-^ 
vDsulfanvl 1ani1ino}- 7-me^ 

8-(2-CMorqethoxy)^^ 
yl)sulfanyl]anilino} -7-methoxybenzo [b] [1 ,8]naphthyridine-3 -carbonitrile is 
obtained as a yellow solid, mp >250°C dec. 

MS 552.7 (M+H) + / - • .: : , : ; 

The following compounds are made by the method of example 173: 

Example 175 

^te^-DicMoro-S-methoyY a™ 1 ^ 
pjperaanvDethoxvlber^ •.. 

4-(2 5 4-DicMoro-5-methoxyanilino)-7-methoxy-8-[2-(4-methyl-l-- 
piperazinyl)ethoxy]benzo|>][l,8]n^^ obtained as a 

yellow solid, mp 240-243°C dec. 
MS 566.9 (M+H) + 

Example 176 
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4-{3-CMoro-4-rfl-methyl-lH-i^ 

[2-(4-morpholinvflethoxv]benzo|V^ 

4-{3-CMoro-4-[(l-methyl-lH-im^ 
5 methoxy-8-[2-(4-morpholinyl)etho^^ 

carbonitrile is obtained as a red solid, mp 160-162°C dec. 
MS 60L7 (M+H) + 

The following compounds are made by the method of example 1 65: 
10 Example 177 

4-f2.4-DicMoro^linbV7.8^imeth6xvbefazo|T3] [L8]naphthvridine-3^ 

r- -; >~\ rv • ; carbonitrile J ; ■- : * 

4-(2,4-DicUoroanilino)-7,8-dimethoxybenzo[b] [1 ,8]naphthyridinb-3- 
15 carbonitrile is obtained as a yellow-orange solid, mp 266-270°C dec. 
MS 424.7 (M+H)^ ? v ; - ^ v . • ■ 

Example 178 <;.y:-^ ^ 
7.8-Dimethoxv-4-GA5-trimethoxvam^ n.81naphthvridine-3- 
20 carbonitrile 

7,8-Dimethoxy-4-(3,4,5-trime&^^ 
[l,8]naphthyridine-3-carbonitrile is obtained as an orange solid, mp 250- 
252°Cdec. 
25 MS 446.7 (M+H) + 

The following compounds are made by the method of examples 122 and 123: 
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Example 179 

8"(2>CMoroethoxvM-f4^Moro-5-methoxv- 2-methYlaniMi noV7- 

After purification by silica gel chromatography, 8-(2-chloroethoxy)-4- 
(4-chloro-5-methoxy-2-methylanilm^ 

carbonitrile.is obtained as yellow crystals, mp 129-130°G; ^ : >' 

MS 496.1 (M+H) + •;;-.v^.: , •. ~ . ..... 



- Example 180 ? : 

C ^ 8-(2-CMoroethoxvV4-(2-cMor6^^ 
v -.q ; . f ^ methoxvbenzorg]qiiirioline-3^carb6mtril6 

• *' ... ■ ; . „ '. :,' and; ,; •/■ >/.vV:"' 

15 J/> Example 181 - 

7-f2-CMdroethoxv^r2-cMoro^fl^^ 

:.:>+.•■ ; ; ? methoxvbenzorglquinolirie-3-carbonitrile * ' 

> - t . .... ' -n'« i; • > 

20 The reaction of 2-chloro-4-fluoro-5-methoxyaniline (prepared- by the 

procedure described in WO 8501939) with 4-chloro-7-methoxy-8-(2- 
chloroethoxy)benzo[g]quinoline-3-carbonitrile and 4-chloro-8-methoxy-7-(2- 
cMoroetiioxy)bei^[g]quino^ (1:1 mixture), yields a 1:1 

mixture of 8<2-cWoroethpxy)-4-(2-cM^ 

25 methoxybenzo[g]quinoline-3-carbonitrile and 7-(2-chloroethoxy)-4-(2-chloro- 
4-fluoro-5-methoxyanilino)-8-methoxybenzo[g]q\iinoline-3-carbonit^ as a 
yellow solid, mp 193-204°C 
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MS(M+H) + 486.1 

: ;{-: : = Example 182 v^ : >-. \. 
8-(2-CMoroeth6xv^^f2-cMoro 

methoxvb enzo rglquinoline-3 -carbonitrile 

• * - , '* ■ , - and > \ ^' :% [ -iy <-:"> * 

• • V;, . .c: Example 183 • > > •> \ 
7-(2-CMoroethoxy)-4-(2-chloro-5-^ r " 

methoxybenzo[g]quinoline-3-carbonitrile - >.w* 



The reaction of 2-chloro-5-methoxy-4-fnethylaniline (prepared by the 
procedure described in Tfcrodorid^ 259 (1-990)) 

with 4-chloro-7-metho^-&-^ 

and 4-chloro-8-methoxy-7-(2-chloroethoxy)benzo [g]quinoline-3 -carbonitrile 
15 (1:1 mixture), yields a 1:1 mixture of 8-(2-cMoroeth^ 
methoxy^-methylphenyl^^ 
and 7-(2-cMoroethpxy)^ 

methoxybenzo [g]quinoline-3 -carbonitrile as a yellow solid, mp 222-236°C. 

20 MS (M+H) + 482.0 r :,-// - : >* - - 

• . Example 184 : : v.* 

7-(2-CMoroethoxy)-4-f 3 -cMoro-4-fluoroahilinoV 8- u - 
methoxvbenzo rg]quinoline-3- carbonitrile 10 

25 .. . and ■•. \-v;r . ■ ■ * \». 

Example 185 
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8-(2-CMoroethoxYM-f3-cMoro^-fluoroanilinoV7" 
metfaoxvbenzQrf r*)gtiin oline-3-carboDitrile 

5 methoxybenz»[g]quino^ 8-(2rchloroethpxy)-4-(3-chloro- 
4-fluoroanilino)-7- methoxybenzo [g]quino line-3 -carbonitrile is obtained as a 
yellow solid, mp 137-159°C. 

ms (m+h) + 456.i - - ;; , j < i- .:: : 

10 Example 186 

4-(4-Ben2^1oxv-3-chlorophenY lm™^ 

, > -.*.r--.' methoxYbenzofg ]quin oline-3-carboiiitrile 

'" - ?• v.- : : • h.{v.» / and. '"t.o-'v v-iL' : - •■'\" c v;' • -: : i. *:••:'' : 

■ j/> ^ „.?......:>/:• j": {.Example 187 ■ • ■* r . - "~* 

15 4-f 4-Benzyloxv-3 ■cMorophenvlaminoV8-(2-chloroethoxvV7- 
\ metfaoxvbenzofg ]quin oline-3-carbonitrile - 

The reaction of 4-benzyloxy-3-chloroaniline (prepared by< the ; 

procedure described in WO 9609294) with 4-cMoro-7-methoxy-8-(2- 
20 chloroethoxy)benzo [g]quinoline-3-carbonitrile and 4-chloro-8-methoxy-7-(2- 

cMoroetho^)benzp[g]quinoline-3-carbonitrile' (1:1 mixture), yields a 1:1 

mixture of 4-(4-benzyloxy-3-cUorophenylamino)-7--(2-chloroethoxy)-8- 

methoxybenzo[g]quinoline-3-carbonitrile 'and 4-(4-benzyloxy-3 - 

cMorophenylamino)-8-(2 r c^^^ 
25 carbonitrile as a white solid, mp 182-1 85°C. 

Analysis for C3QH23C12N303 

Calcd: C:66.18; H:4.26;N:7.72 
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Found: C:65.82;H:4.27;N:7.63; L • 

Example 188 

7- f2^CMor6etfaoxvV4-(3-cMoro 

; ?-\\ methoxyberiCT[ p;]qiiin 6Me^ 

" . ■■ - r **« ■•' ^ : and •/.«*<• i.^v* *' -•.■= 

Example 189 

8- (2-ChloroethoxvM-f3-cMoro^-phenoxvphenvlamino>7- 

methoxvbenzorg1qxiinoline-3>carbonitrile 



The reaction; of 3^Uoro-4-phenoxyaoiline (prepared by the procedure 
described in WQJ^ 9615118) ^ with ^ 4-chl6rb-7-methoxy-8-(2- 
chloroethoxy)benzo[g]qiiinoline--3-carbonitrile and 4-chloro-8-methoxy-7-(2- 
cMoroethoxy)beixra[g]quinoline-^^^ (1:1 mixture), yields a 1:1 

15 mixture of y. 7-(2-cUoroe^ 

methoxybenzo[g]quinql^ and, 8-(2-chloroethbxy)-4-(3-chloro- 

4-phenoxyphenylamino)-7-methoxybenzo[g]^ as a 

white solid. : v r -nKi . ; - v / , J- ; 

MS (M+H) + 529.9, 531.9 

20 .; ; .?.vy. • ■■•.w- s- .< ' '' - : 

The follqwing compounds (examples 190-218) are made by the method of 
examples 124 and 125: ^ , : - : - * * 

l Example 190 - ~ 

4-r4-CMoro-5-methoxv-2-methvlanilinoV8-ethoxv-7-r2-f4- 

25 moipholinvnethoxv1ben2^[g1quirioline-3-carbonitrile 
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4-(4-Chlorq-5-meto^ 
morpholmyl)e^ 
crystals, mp 195-196°C. 
MS 547.1 (M+H) + 

5 Example 191 : 

4-(4-Cldoro-5-me&oxv-2-me 

morpholinvnethoxvlbenzof glquinoline-3-carbonitrile 

10 4-(4-CUoro-5-methoxy-2-methylaiiilinp)-7-^ 

moiptiolinyl)etho:^]bera as yellow 

crystals, mp 26l~-203°C. ^ . ^ : v ' v : : ?x --.5 '.■ 
MS 547.1 (M+H) + 

15 v : ' Example 192 

({2f4-f4-CM6ro-5-m^ 
ethoxvbenzofglquinoline-7-vlox^ 

amino Vacetic acid ethyl ester 

20 ({2[4-(4-CMdro-5-methoxy-2-me&^ 
ethoxybenzo[g]quinolii^ 

acetic acid ethyl ester is obtained as yellow crystals, mp 70-7 1°C. 
MS 649.2 (M+H) + 

25 Example 193 
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f{2-r4-(4-CMoro-5-methoxy^ 
ethoxvbenzorglqumolme-8-v^^ 

acid etfavl ester 

5 ({2-[4-(4-CMoro-5-methoxy-2-^ 
ethoxybenzo[g]quinoline^8-yloxy]^^ 
acid ethyl ester is obtained yellow crystals, mp 85-86°C. 
MS 649.2 (M+H) + 

10 "< v - Example 194 ; * ^ 

2-(X:arbamovlmethvl-(2-r4-(^ f> 

cvano-7-ethoxvbenzorglqiimolm^ . ^ 

2-(Carbamoylmethyl-{2-[4-(4-chloro-5-methoxy-2- 
1 5 methylphenylamino)-3-cyano-7^tlioxybenzo[g]quin 

amino)-acetamide is obtained as yellow, crystals, mp 168-170°C. i 
MS 591.1 (M+H)* „ , • - % 

Example 195 

20 4-(2.4-DicMoroanilinoV7-methoxv-8-r2-r4- \ 
morpholinvDethoxvlbenzorgta 

4-(2,4-Dichloroanilino)-7-methoxy-8-[2-(4- 
morpholinyl)ethoxy]ben2»[g]quinoline-3-carbonitrile is obtained as a yellow 
25 solid, mp 250-252°C dec. ...... 

MS 522.7 (M+H) + 
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Example 196 

^-a^-DichloroanilinoVS-methoxv-T-ra-r^ 
moipholinvDetfaoxv1benzofg1qximolme-3K;arbonitrile 

5 4-(2,4-DichloroaniJino)-8-methoxy-7-[2-(4- 

morpholmyl)ethoxy]benzofe^ is obtained as a yellow 

solid, mp 1 15-1 19°C dec. 

MS 522.7 (M+H) + ' >- 

10 Example 197. 

8-Methoxv-7-r2-f4-metfavl-l-piperazinvDetiioxv1-4-(3.4.5- 
trimethoxvanilino^benzorglquinoline-3-carbonitrile 

8-Methoxy-7-[2-(4-methyl-l-piperazinyl)ethoxy]T4-(3,4,5- 
15 trmiethqxyanilmo)ben^ is obtained as a yellow 

solid, mp 115-120°C dec. 
MS 558.3 (M+H) + 

Example 198 

20 7-Methoxv-8-r2-(4-metbvl-l-pipera 7in Yl)ethhyyl-4-(3.4.5^ . 

trmietboxY aTii1ino )henzofg]qiimolme-3-carbonitrile ; 

7-Methoxy-8-[2-(4-memyl-l-piperazinyl)ethoxy]-4-(3,4,5- 
trimemoxyanilmo)benzo[g]qumoline-3-carbonitrile is obtained as a yellow 
25 solid, mp 95-97°C dec. 
MS 558.2 (M+H) + 
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Example 199 

7-Methoxv-8-r2-f4-m6rDholinvnetfaoxv1-4-r3.4.5- 
trimethox^ anilinri)hfii i2^ * 



5 7-Methoxy-8-[2-(4-morph6linyl)ethoxy]-4-(3,4i5- 

trimethoxyanilino)benz»[g]quinolineO-carbonitrile is obtained as a yellow 
solid, mp 127-130°C dec. ■ ■' 1 if-- 

MS 544.9 (M+H) + 

10 Example 200 

: 8-Methoxv-7-r2-r4^moroholmvlYetfa:oxv1-4-G.4.5- ! ; 
trimetboxvamlino^benzbrglqumolme-3-carbordtrae 

8-Methoxy-7-[2-(4-morpholinyl)ethoxy]-4-(3,4,5- 
15 trimetiioxyamlino)beiiz6[g]qumolme-3-carbonitrile is obtained as * a yellow 
solid, mp 135-138°C dec. ' . : 

MS 544.9 (M+H) + • ' 

Example 201 

20 4-r2-Chloro^-fluoro-5-methoxvanninoV8-rnethoxv-7-f2-r4-metlivl-l- 
piperazinvl)etboxv]benzorglquinoline-3-carbonitrile 



4-(2-CUoro^-fluoro-5-methoxyanUino)-8-meth6xy-7-[2-(4-methyl-l- 
pipera2inyl)ethoxy]benzo[g]quinoline-3-carbonitrile is obtained as a yellow 
25 solid, mp 170-173°C. 
MS (M+H) + 550.2 
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Example 202 , 

4-r2-Chloro-5-methoxv^-methy laTii liTi oV8-methoxv-7-r2-r 4-methvl- 1 - 
piperazinvnetfaoxvlbe^^ * 

5 4-(2-CMoro-5-methoxy-4-methylanilino)-8-methoxy-7^[2 

piperazinyl)ethoxy]benzo[g]^ is obtained as a yellow 

solid, mp220-227°C. 
MS (M+H) + 546.2 

10 Example 203 

4-( 2-CMorO"S"methoxv^methvlanilinoV7-metboxv-8-f 2-(4-methvl-l - \ 
piperazinvnethoy]benzofg]quinoline-3-carbonitrU 

4-(2-CMoro-5-metIp^ 
15 piperazinyl)e1hoxy]ben^ is obtained as a yellow" 

solid, mp 21 8-235°C. , ./.-Wi : ' ' 

MS (M+H)+ 545.9 

, : i J^ xam Pl e 204^ ; _ /; 

20 4-(2.4-Dichloro-5Haiethoxyanilinoy^ 

methoxvbenzorg1a\unoline-3"-carbonitrile 

4-(2,4-DicMoro r 5-^ 
piperidinyl)ethoxy]-8- methoxybenzo[g]quinoline-3-carboiiitrile is obtained as 
25 a yellow solid, mp 1 50-1 60°C. 
MS (M+H) + 566.7 
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Example 205 

4-G-CMoro-4-fluoroanilinoV7^ 
moroholinvnethoxylbenz^ 



5 



4-(3-CM6ro^fluoroanilino)^ 



morpholinyl)ethoxy]benzo[g]quinoline-^ is obtained as a yellow 

solid, mp 237-242°C. 

MS (M+H) + 506.8 - v 



4-r2j4-DicMoro-5-methoxvani^^ 

• metboxvbenzorglqixinbiine-3-carbonitrile ^ 

4-(2,4-DicMoro-5-methoxyanilm^ 
1 5 piperidinyl)ethoxy]-7- methoxybenzo[g]quino^ is obtained as ■ 

a yellow solid, mp 193-198°C. MS (M+H) + 566.8 



4-(2-CUoro-5-methoxy-4-methylanUino)-8-methoxy-7-[2-(4-hydroxy- 
l-piperidinyl)etiioxy]benzo[g]quinoline-3-carbdiiitrile is obtained as a yellow 
solid, mp 205-235°G, 
25 MS (M+H) + 546.8 



10 



Example 206 ' 



20 



Example 207 

4-f2-CMoro-5-methoxv-4-methvlanilm^ 

piperidinvDethoxv1ben2X3fg1quinolme-3>carbom 



Example 208 
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4-( 2-Chloro-5 -methoxv-4-methvlanilinoV7-methoxv-8- r2-(4^hvdroxv- 1 - 
piperidinvflethoxvlbenzorglquinofo 

4 r (2-CUoro-5-m^^ 

5 l-piperidinyl)ethoxy]benzo[g]^ obtained as a yellow 

solid, mp210-215°C. 
MS (M+H) + 546.8 

Example 209 

10 4-(2-Chloro^-fluoro^^ 

morpholinvDethoxv1benzo|"g1q^ 

4-(2-CMoro-4-fluoro-5-^^ 
morphqHnyl)ethoxy]bera obtained as a yellow 

15 solid, mp 204-214°C. 

MS (M+H) + 536.8 ^ : ^ 

Example 210,: 

4~r2-CMoro^rfluoro-5-methoxvanilinoV7-methoxV"8-r2--f4- 
20 morpholinvDethoOTlbenzorgl^ 

4-(2-CMoroHrfluorQ^^^ 
moipholinyl)el!ioxy]benzo[g]quinoline-3-carbonitrile is obtained as a yellow - 
solid, mp 206-222°C. 
25 MS (M+H) + 537.1 



Example 211 
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4-f2-CMoro^-fluoro-5-meA^ 

piperazmvltethoOTlte ; - 

v 4-(2-CUoror4-fluoro-5-metho^ahilino)-7 

5 piperazinyl)ethoxy]benzo[g]quinoline-^ is obtained as- a yellow 
solid, mpl97-205°C. ->\V^":-. 
MS (M+H) + 550.2 > 

Example 212 

10 4-(3-CMoro^-fluoroanil^ 

morpholinvDethoxvlbe^orglgiiinol^ 

4-(3-CMor6-4-fluoroanilino)-8-methoxy-7-[2-(4- ^ 
morpholinyl)ethoxy]beii2X)[g]quinoline-3-carbd a yellow 1 

15 solid, mp 205-210°C. :1 

MS (M+H) + 506.8 .'•^ > H • 

Example 213 > 

4-(3-CMoro^-phenoxYp henYlami noV^ 
20 ethoxvfoenzo rg]quinoline-3 -carbonitrile ^ i V: 

4-(3-CWorb^-phenoxyphenylamino)-7-methoxy-8-(2-mb 
ethoxy)beii2X)[g]quinoline-3-carbonitrile is. obtained . as an ' orange solid, mp 

190-I94°c. v ::: . 

25 MS (M+H) + 581.2 ; 



Example 214 
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4-(3-Chloro-4-phenoxvphenv^ 

ethoxvlbenzo rglquinoline-3 -carbonitrile 

4-(3-CUoro^-phenoxyphenylainino)-8-methoxy-7- 
5 ethoxy)benzo[g]qumoline-3-carbonitrile is obtained as a yellow solid, mp 251- 
253°C. y: . ... V •<-: 

MS (M+H) + 581.3 

Example 215 

10 4-r2-CMoro-5-metfaoxv-4-methvlphenvlaminoV8-methoxv-7-r2-m 

vl-etboxv)beDzorg1qiiinoline-3-carbonitrile 

4-(2-CMoro-5-m^(^ 
morpholin-4-yl-ethoxy)benzo[g]q\iinoline-3-carboiut^ is obtained as a 
15 yellow solid, mp 240-24 1°C. .< ,; v . - ; ^ v : 

MS(M+H)!533.,; , .- , • - • ^- v • • - . . .v. : - : - 

Example 216 ;.V / : o 
4-(2-CMoro-5-methoxv-4-methvlphenvl^^ 
20 vl-ethoxv)benzo rglquinoline-3 -carbonitrile 

4-(2-CUoro-5-methoxy-4-methylp^ 
moipholin-4-yl-efo^^ is obtained as a 

yellow solid, mp 220 : 222°C. - 
25 MS (M+H) + 533 

Example 217 
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4-(4-BenzYloxv-3-cMorophen^ 

etfaoxv^benzpfglqiiinoline-3-carboDitrile 

4-(4-Benzyloxy^3-cM6ro 
5 yl-ethoxy)ben^[g]quinoline-3K^^ 

Analysis for C^CIHA • 0.3 H 2 0 < > 

Calcd: C:68.00; H:5.30;N:9.33 
Found: 0:67.67; H:5.14; N:9.29 
MS (M+H) + 595.1 - , ; 

10 - v iy.-n:-.:- 1 . • . ,;^v ,y , ■ .. .... y-.T". . 

.\^^-ExampIe-218:.S>:r,:.- -vl*/ 
4-(4rBen2artoxy-3-cMorophenvlan^ 

;x ethoxv^benzo|"glquinoliiie"3-carboin - 

15 4-(4-BenzyloxyO-cUorophenylamino)-7-methoxy-8-(2-mo^ : " 

yl-ethoxy)benzo[g]qxiinoline-3-carbonitrile is obtained as a yellow solid. • 

Analysis for C^I^Ol^A • 1.5 H 2 0 

Calcd: 0:65.64; H:5.51;N:9.01 / ~ 

Found: 0:65^5; H:5 f 28;N:8.99 x. : . ; 

20 MS(M+H) + 595.1 r ;-v ... . . : y : r ,y, j , : [ 

Example 219 

8"(BenzvloxvM-f(2-chlorb^-fluoro-5-metfaoxvphe 

metboxvbenzorglQxiinoline-3"Carbbnitrile ■ 

25 

A mixture of 8-benzyloxy-7-methoxy-4-oxo- 1 ,4- 

dihydrobenzo[g]quinoline-3-carbonitrile (11.4 g, 31. 9 mmol) and phosphorus 
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oxychloride (147 g, 959 mmol) is heated under reflux for one hour. After 
cooling to room temperature, the reaction mixture is evaporated under- vacuum 
to remove the-volatiles. The residue is carefully slurried in cold saturated 
aqueous , sodium bicarbonate solution* (500 mL). The solids are collected by 
5 filtration, washed thoroughly with saturated aqueousi sodium- bicarbonate 
solution and water and dried to give: 11:7' grams of crude 8-(benzyloxy)-4- 
cMoro-7-methoxybenzo[g]q as a light orange solid. «'■' 

A mixture;, of 8-(benzylbxy)-^ 
carbonitrile (1.00 g, 2.7 mmol), 2-chloro-4-fluoro-5-methoxyaniline J (560 mg;- 

10 3,2 mmol), tris(dibenzylideneacetone)dipalladium(0) (240 mg, 0.26 mmol), 2- 
dicyclohexylphosphino-2'-(N,N-dimethylamino)biphenyl (330 mg, 0.84 
mmol) and K 3 P0 4 (860 mg, 4.1 mmol) in 15 mL of ethylene glycol dimethyl 
ether is heated at 80°C for 3 hours. An additional 5% of all reagents is added 
and the mixture is heated at 80°C for 2 hours then cooled to room temperature 

15 and partitioned between aqueous sodium bicarbonate and methylene chloride. 
The organic layer is dried over magnesium sulfate, filtered and concentrated in 
vacuo. Purification by column chromatography eluting with 1:1 hexane/ethyl 
acetate yields 500 mg (36%) of 8-(benzyloxy)-4-[(2-chloro-4-fluoro-5- 
methoxyphenyl)amino]-7-methoxybenzo[g]quinoline-3 -carbonitrile as a 

20 yellow solid, mp 248-250°C dec. 
MS 514.2 (M+H) + 



25 



Example 220 

4-r(2-ChlorO"4-fluoro-5-methoxvphenvnamino1-8-hvdroxv--7- 
methoxvbenzo fel q uinoline-3 -carbonitrile 
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A . mixture.. : of 8-(benzyloxy)-4-[(2-cUoro-4-fluoro^ 
methoxyphenyl)amino]-7-methoxybenz^ (1.88 g, 

3.70 mmol) and 280 mg of 15% Pd on carbon in a mixture of 50 mL of 
methylene chloride and 70 mL of N* N-dimethylformamide is hydrogenated at 
5 50-40 psi for 1 5 hours. The mixture is filtered through Celite and concentrated 
in vacuo to a small, volume. > The yellow solid is collected by filtration to 
provide 1.50 g, (95%) ;of 4-[(2-cMoro-4-fluoro-5-methoxyphenyl)amino]-8- 
hydro^7-methoxybenzo[g]quinoline^3H:arbonitrUe, mp 239-242°C dec. 
MS 424.2 (M+H)* r -.^ Wr-.u^' «; ; : • ■ 
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WHAT IS CLAIMED IS: 

1 . A compound of formula 1 having the structure: 



V (CH 2 )-Ar 




wherein:- • '••:> ?. •» • 5 

At is cycloalkyl of 3 to 7 carbon atoms, which may be optionally substituted 
10 with one or more aLfeyl of 1 to 6 carbon atoms; or 

Ar is a pyridiriyll pyrimidinyl, or phenyl ring; wherein the pyridinyl, 
pyrimidinyi, or phenyl ring inay be optionally mono-, di-, or tri- 
substituted with substituent(s) independently selected from the group 
consisting of halogen, alkyl of 1-6 carbon atoms, alkeriyl of 2-6 carbon 
15 atbmSj alkynyi of 2-6 carbon atoms, azido, hydroxyalkyl of 1-6 carbon 

'atoms, halorhethyl, allcoxymethyl of 2-7 carbon atoms, 
alkanoyloxymethyl of 2-7 carbon atoms^ alkoxy of 1-6 carbon atoms, 
alkylthio of 1-6 carbon atoms, hydroxy, trifluoromethyl, cyano, nitro, 
carboxy, alkoxycarbonyl of 2-7 carbon atoms, alkanoyl of 2-7 carbon 
20 atoms, benzoyl, amino, alkylamino of 1-6 carbon atoms, chalky lamino 

of 2 to 12 carbon atoms, alkanoylamino of 1-6 carbon atoms, 
alkenoylamirio of 3-8 carbon atoms, alkynoylamino of 3-8 carbon 
atoms, alkanoyloxy of 1-6 carbon atoms, alkenoyloxy of 3-8 ckrbon 
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atoms, alkynoyloxy of 3-8 carbon atoms, carbamoyl, N- 
alkylcarbamoyl of 2-7 carbon atoms, N,N-diaIkylcarbamoyl of 3-13 
carbon atoms, carboxyalkyl of 2-7 carbon atoms, carboalkoxyalkyl of 
3-8 carbon atoms, aminoalkyl of 1-5 carbon atoms, N-alkylaminoalkyl 
of 2-9 carbon atoms, N,N-dialkylaminoalkyl of 3-10 carbon atoms, N- 
alkylaminoalkoxy of 3-9 carbon atoms, N,N-dialkylaminoalkoxy of 4- 
10 carbon atoms, mercapto, methylmercapto and benzoylamino; or 
Ar is a bicyclic aryl or bicyclic heteroaryl ring system of 8 to 12 atoms where 
the bicyclic heteroaryl ring may contain 1 to 4 heteroatoms selected 
from N, O, and S wherein the bicyclic aryl or bicyclic heteroaryl ring 
may be optionally mono- di-, tri, or tetra-substituted with substituent(s) 
independently selected from the group consisting of halogen, oxo, 
thiocarbonyl, alkyl of 1-6 carbon atoms, alkenyl of 2-6 carbon atoms, 
alkynyl of 2-6 carbon atoms, azidp, hydroxyalkyl of 1-6 carbon atoms, 
hfdomethyl, ^kpxymethyl of 2-7 carbon atoms, alkanoylpxymethyl of 
2-7 carbon atoms; al^oxy of 1 -6 carbon atoms, alkylthio of 1 -6 : carbon 
atoms, hydroxy, trifluoromethyl, cyano, nitro, carboxy, alkoxycarbonyl 
of 2-7 carbon atoms, alkanoyl of 2-7 carbon atoms, phenoxy, phenyl, 
thiophenoxy, benzoyl, benzyl, amino, alkylamino of 1-6 carbon atoms, 
dialkylamino of 2 to 12 carbon , atpms, phenylamino, benzylamino, 
alkanoylamino. of 1-6 carbon atoms, alkenoylamino of 3-8 carbon 
. atoms, alkynoylamino of 3-8 carbon atoms, carboxyalkyl of 2 r 7 carbon 
atoms, carbojalkoxyalkyl of 3-8 carbpn atoms, . aminoalkyl of, 1-5 
carbon atoms, N-^kylaminpalkyl pf 2-9 carbpn atoms, N,N- 
dialkylaminoalkyl of 3-10 carbon atoms, N-alkylaminoalkoxy of 3-9 
carbon atoms, N,N-dialkylaminoalkoxy of 4-10 carbon atoms, 
mercapto, methylmercapto, alkanoyloxy of 1-6 carbon atoms, 
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alkenoyloxy of 3-8 carbon atoms^ alkynoyloxy of 3-8 carbon atoms, 
carbamoyl, N-alkylcarbamoyl of . 2-7 carbon t atoms, N,N- 
dialkylcarbamoyl of 3-13 carbon atoms, and benzoylamino; or 
Ar is the radical: 



5 




A' is a pyridinyl ?; , pyrimidinyly or, phenyl - ring; - wherein the pyridinyl, 
pyrimidinyl, or phenyl ring may be optionally mono- or di-substituted 
with a substituent(s) indepehdentiiy selected from the group consisting 
of alkyl of 1-6 Mrbon atoms, alkenyl of 2-6 carbon atoms, alkynyl of 

10 . 2-6 carbon atoins, a2ido,,hydroxyalkyl of, 1-6 carbon atoms, halogen, 

^omethyl, alkoxymethyl of 2-7 carbon atoms, ^lkanoyloxymethyl of 
2-7 carbon atoms, alkoxy of 1-6 carbon atoms, alkylthio of 1-6 carbon 
atoms, hydroxy, trifluorpmethyl, cyano, nitro^ carboxy, alkoxycarbonyl 
ti of 2-7 carbon atoms, alkanoyl of 2-7 carbon atoms, phenoxy, phenyl, 

15 thiophenoxy, benzoyl, benzyl, amino, alkylamino, of 1-6 carbon atoms, 

dialkylarcdno of ^ 2;to, 12 carbon atoms, phenylamino, benzylamino, 
alkanpylamino of 1-6 carbon atoms, alkenoylaminq, of 3-8 carbon 
^toms, alkynoylamino of 3 r 8 carbon atoms, carboxyalkyl of 2-7 carbon 
atoms, carboaUcoxyalkyl v of, 3-8 carbon atoins, aminoalkyl of 1-5 

20 carbon atoms, N-alkylaminoalkyl of 2-9 carbon atoms, N,N- 

digdkylaminoalkyl of 3-10 carbon atoiM, N-alkylaminoalkoxy of 3-9 
. carbon , t atoms, N,N-dialkylaminoalkoxy of 4-10 carbon atoms, 
. mercapto, methylmercapto, alkanoyloxy of 1-6 carbon atoms, 
alkenoyloxy of 3-8 carbon .atoms, alkynoyloxy of 3-8 carbon atoms, 

25 carbamoyl, N-alkylcarbamoyl of 2-7 carbon atoms, . N,N- 

dialkylcarbamoyl of 3-13 carbon atoms, and benzoylamino; 
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T is substituted on A' at carbon and is -NH(CH2) m -, -0(CH2) m -, -S(CH2) m -, 
-NR(CH2) m -; -(GH 2 ) m -; -(CH 2 )inNH-, -(CH2) m O-, -(CH 2 ) m S-, 
-SOCCH^S- -S0 2 (CH2)ni-> -CO(CH 2 ) m -, -(CH^CO-, - 
(CH 2 ) m SO-,<CH 2 ) m S0 2 -or<CH 2 ) m NR S ? " 

5 L is a phenyl ring that is optionally substituted with one, two, or three 
substituent(s) independently selected from -'"the group consisting of 
; alkyl of 1-6 carbon atoms, alkehyl of 2-6 carbon atoms, alkynyl of 2-6 
• carbon , atoms, azidd, hydroxyalkyi of i-6 carbon atoms, halogen, 
halomethyl, ialkoxymethyl of 2-7 carbon atoms, alkahoyloxymethyl of 

10 2-7 carbon atbnis; alkoxy of 1-6 carbon atoms, alkylthioof 1-6 carbon 

atoms; hydroxy, trifluordmethyl, cyano; nitro, carboxy, alkbxycarbonyl 
' of 2-7 carbon atoms, alkanoyl of 2-7 carboin atoms," phehoxy, phenyl, 
thibphehoxy, benzoyl, benzyl; amino, alkylaminb of 1-6 carbon atoms, 
dialkylamiiio of 2 - to 12 carbon atoms, phenylamino, berizylaniino, 

15 ^anoylamino of i-6 carbon atbmsf alkenoylamino of 3-8 carbon 

atoms, alkynoylamihb of 3-8 carbon^atbms, carbbxyalkyl of 2-7 carbon 
atoms; carboalkbxyalkyl of 3-8 carbon atoms, amirioalkyl of 1-5 
carbon atoms, N-alkylaminoalkyl of 2-9 carbon atoms, N,N- 
dialkylamiribalkyl of 3-10 carbon atoms, N-alkylaminoalkoxy of 3-9 

20 carbon atoms, N,N-dialkylaminoalkoxy • of 4-10 carbon atoms, 

mercapto, methylniercapto, alkanoyloxy of 1-6 cairboh atoms, 
alkeribyloxy of 3-8 carbon atoms, alkynoyloxy of 3-8 carbon atoms, 
carbamoyl,- N-alkylcarbamibyl of 2-7 carbon atoms, N,N- 
dialkylcarbamoyl of 3-13 carbon atoms, and benzbylamiho; or 

25 L is a 5- or 6-membered heteroaryl ring where the heteroaryl ring contains 1 to 
3 heteroatoms selected from N, O, and S and where the heteroaryl ring 
may be optionally mono- or di-substituted with substituent(s) selected 
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from the group consisting of halogen, oxo, thiocarbonyl, alkyl of 1-6 
carbon atoms, alkenyl of 2-6 carbon atoms, alkynyl of 2-6 carbon 
atoms, azido, hydroxyalkyl of 1-6 carbon atoms, halomethyl, 
alkoxymethyl of 2-7 carbon atoms, alkanoyloxymethyl of 2-7 carbon 
atoms; alkoxy of 1-6 carbon atoms, alkylthio of 1-6 carbon atoms, 
hydroxy, trifluoromethyl, cyano, nitro, carboxy, alkoxycarbonyl of 2-7 
carbon atoms, alkanoyl of 2-7 carbon atoms, phenoxy, phenyl, 
thiophenoxy, benzoyl, benzyl, amino, alkylamino of 1-6 carbon atoms, 
dialkylamino of 2 to 12 carbon atomsf pheriylamino,: benzylamino, 
alkanoylamino of 1-6 . carbon atoms,- alkenoylamino of 3-8 carbon 
atoms, alkynoylamino of 3-8 carbon atoms, carboxyalkyl of 2-7 carbon 
atoms, carboalkoxy alkyl of 3-8 carbon atoms, aminoalkyl of 1-5 
carbon atoms, N-aUqrlaminoall^l of 2-9 carbon atoms,. N,N- 
dialkjdaminoalkyl ,of 3-10 carbon ato^, N-alkylaminoalkoxy of 3-9 
15 carbon atoms, N,N-dialkylaminoalkoxy of ? 4-10 carbon atoms, 

mercapto, methylmercapto, alkanoyloxy of 1-6 carbon atoms, 
alkenoyloxy of 3-8 carbon atoms, alkynoyloxy of 3-8 carbon atoms, 
carbamoyl, N-alkylcarbamoyl of 2-7 carbon atoms/ N^Sf- 
dialkylcarbamoyl of 3-13 carbon atoms, and benzoylamino; 
20 mis 0-3; 
nis 0-1; 

XisNH,0,S,orNR; . ^ ^ $ .i 

R is alkyl of 1 -6 carbon atoms; 

Y and Z are both carbon or N; the ring structure o£ formula 1 then being a 
25 fused 5,6,6 or 6,6,6 tricycle; or one of Y and Z is N, O or S, and the 

other is a bond between the two end rings; the ring structure of formula 
1 then being a fused 5,5,6 or 6,5,6 tricycle; or one of Y or Z is N with 
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the other being carbon; the ring structure of formula 1 then being a 
fused 5,6,6, or 6,6,6 tricycle; - '-■-> 




A and D are each, independently, carbon, N, O, or S; 
B is carbon or N; 

the dashed line I indicates an optional double bond; r " ' V ' 
10 Ri, R2, R3, and R4 are each, independently, not present, hydrogen, halogen, 
hydroxy, amino, hydroxyamino, trifluoromethyl, trifluoromethoxy, 
mercapto, alkyl of 1-6 carbon atoms, cycloalfcyl of 3-8 carbon atoms, 
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alkenyl of 2-6 carbon atoms, alkynyl of 2-6 carbon atoms, alkenyloxy 
of 2-6 carbon atoms, alkynyloxy of 2-6 carbon atoms, hydroxyalkyl of 
1-6 c^bon atoms, mercajptoalkyl of 1-6 carbon atoms, Kalbmethyl, 
alkoxymethyl of 2-7 carbon atoms, alkoxy of 1-6 carbon atoms, 
5 cycloalkoxy of 3-8 ; carbon atoms, alkylthio of 1-6 carbon atoms, 

cycloalkylthio of 3-8 carbon atoms, alkylsulphinyl of 1-6 carbon 
v atoihs, alkylsulfonyl of 1-6 carbon atoms, alkylsulfonamido of 1-6 
carbon" atoms; alkenylsulfonatirido of 2-6 carbon atoms, 
alkynylsulfonamido of 2-6 carbon atoms, cyano, rnitro, carboxy, 

10 alkoxycarbonyl of 2-7 carbon atoms, alkanoyl of 2-7 carbon atoms, 

alkenoyl of 3-7 carbon atoms, N-alkyl-N-alkenylamino of 4 to 12 
carbon atoms- NJ^-dialkenylamino of 6-12 carbon atoms, 
phenylamino, benzylaminb, phenbxy, phenyl, thiophenoxy, benzyl, 
alkylaminp of 1-6 carbon atoms, alkanoyloxy of 2-7 carbon atoms, 

15 alkenoyloxy of 3-8 carbon atoms, alkynbyloxy of 3-8 carbon atoms, 

carbamoyl, N-alkylcarbamoyl of 2-7 carbon atoms, N,N- 
dialkylcarbamoyl of 3-13 carbon atoms, dialkylamino of 2 to 12 carbon 
atoms, alkanoyloxymethyl group of 2-7 carbon atoms, 
alkehoyloiqntnethyP group of 2-7 carbon atoms, al^^ 

20 'groups of 2-7- carbon- atoms, azido, benzoyl, carboxyalkyl "of 2-7 

carbons, carboalkoxyalkyl of 3-8 carbon atoms, 7 

(C(R 6 ) 2 ) P 

/ . \ . . 

R 7 -(C(R 6 )2)— v ^-(CCRe^k-V- R 8 R 9 «CH-M-(C(R 6 )2) k -V- 
(C(R 6 ) 2 ) P - 



25 
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HeHCiReh^AN-iCiR^-y- , PMCCReJaVW-^Re^k-V- . 

R 5 -CONH(CH 2 ) q - , R 5 — CONH(CH 2 ) q - 

R5 __- >QN : R 5 _ ,CONH(CH 2 ) q - , Rg CONH(CH 2 ) q - 
; Ss (CH2) q - , R5 'R5 ' Rs '^tiiR 5 ! 

• R \^ S °2 NH ( CH 2)^- R 5 Q •v-.-v.-^v 
R ^~V • • -^-NH(CH 2 ) q - 

R 5 HN r . > (R 5 ) 2 N R 5 HN ... 

. >-NH(CH 2 ) q - ^NH(C H2 ) q - fc-0(CH 2 ) q - 

• r - : -« S* .;:r-.;v;- ^ v:V: V 

R5 is independently hydrogen, alkyl of 1-6 carbon atoms, ammoalkyl of 1-6 
carbon atoms, N-alkylaminoalkyl of 2-9 carbon atoms,. N,N- 
dialkylaminoalkyl of 3-12 carbon atoms, N-cycloalkylaminoalkyl of 4- 
12 carbon atoms, N-cycloalkyl-N-alkylaminoalkyl of 5-18 carbon 
10 atoms, N,N-dicycloalkylaminoalkyl of 7-18 carbon atoms, 

moipholmo-N-alkyl wherein; the alkyl group is 1-6, carbon atoms, 
piperidino-N-alkyl wherein the alkyl group is 1-6 carbon atoms, N- 
alkyl-piperazino-N-alkyl wherein either alkyl group is 1-6 carbon 
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atoms, azacycloalkyl-N-alkyl of 3-1 1 carbon atoms, hydroxyalkyl of 1- 
6 carbon atoms, alkoxyalkyl of 2-8 carbon atoms, or phenyl; 
V is (CH 2 )m, 0, S, orNRg; 

R7 is NReRfi, OR6, J, N(R6>3 * or NR^CORfd; 
5 Mis NR5, O, S, N-[(C(R 6 ) 2 )p>m 6 R 6 ]rorN-[(C(^ 

W is NRg, O, S, or is a bond; > ' r ■ 5 

Het is a Hetefocycle selected from the group consisting of morpholine, 
thiomorpholme, ^omojqpKoiine S-6xide, thiomorpholine S,S-dioxide, 
pipendine, pyrroUdine^ idridnie, pyridine, imidazole, 1,2,3-triazole, 
10 1,2,4-triazole, thiazole, thiazolidine, tetrazole, piperazirie, furan, 

thiophene, tetrahydrothiophene, tetrahydrofiiran, " dibxane, 1,3- 
dioxolarie pyrrole, ^and^ ^ tettahy^opyranf wherein the heterbcycle is 
optionally mono- or di-substituted on carbon or nitrogen with R5; 

optionally mono- or di-stibstittited on carbon with hydroxy, -N(R5)2 5 
15 or -ORg; optionally mono or di-substituted on carbon with the mono- 

valent radicals -(CCR^sORg or -[(C(R 6 ) 2 ) S N(R6)2]; or optionally 
mono or di-substituted on a saturated carbon with divalent radicals =0 
or-0(C(R6)2) s O-; 

Ph is a phenyl ring optionally mono-, di- or tri-substituted with halogen, alkyl 
20 of 1-6 carbon atoms, trifluoromethyl, nitron cyano, azido, halomethyl, 

carboxyl, alkoxycarbonyl, alkylthio, mercapto, mercaptomethyl, - 

N(R6)2, -(C(R6)2) s OR6 3 -[(C(R6)2) S N(R6)2]> or 

-(C(R6) 2 )kHet; 

R6 is hydrogen, alkyl of 1-6 carbon atoms, alkenyl of 2-6 carbon atoms, 
25 alkynyl of 2-6 carbon atoms, cycloalkyl of 1-6 carbon atoms, alkanoyl 

of 2-7 carbon atoms, carbamoylalkyl of 2-7 carbon atoms, 
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hydfoxyalkyl of 1-6 carbon atoms, hydroxycycloalkyl of 3-6 carbon 
atoms, or carboxyalkyl of 2-7 carbon atoms; or 
R6 is phenyl optionally mono-, di-, or tri-substituted with stibstituent(s) 
independently selected from halogen, alkoxy of 1-6 carbon atoms, 
5 trifluoromethyl, amino, gdkylamino of 1-3 , carbon atoms, dialkylamino t 

of 2-6 carbon atoms, nitro, cyano, azido, halomethyl, alkoxymethyl of 
2-7 carbon atoms, all^oyloxyme&yl of 2-7 carbon atoms, alkylthio of 
1-6 carbon atpms, hydroxy, carboxyl, ^ojcyc^bonyl of 2-7 carbon 
atoms, phenoxy, ph^nyl,, f thiophenoxy, benzoyl, benzyl, phenylamino, 
10 benzylamino; alkanoyl amino of 1-6 carbon atoms or alkyl of 1-6 

carbon atoms; 

Rg and R9 are each, mdependently, -[(C(^)2) r NR6R6]> and -[(C(R5) 2 ) r 

• ' Z , r o'^ ' , - • - .. • • , 

J is independently hydrogen, chlorine, fluorine, or bromine; 
15 g=l-6; , ; 
k=0-4; 

P = 2-4; ' '• 

q= 0 -4; : ;: " * ™~ 

r=l-4; - ' ' 

20 s=l-6; - 

or a pharmaceutically acceptable' 'silt thereof; 



provided that when 




/ 

R 3 
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at least one of the bonds between A and B or B and D must be a double 

bond, with the other being a single bond; 
at least one of A, B, and D are not carbon; 
only one of A, B, or D can be O or S; ' 
5 when A, B, or D is O or S, the adjacent atoms must be carbon; 

provided that when R5 is bound to a nitrogen atom, the resulting structures do 
not include -N-C-N- or -O-C-N- radicals; and when R5 is bound to an 
oxygen atom, the resulting structures do not include an -N-C-O 
radical; 

10 provided that when is alkenyl of 2-7 carbon atoms or alkynyl of 2-7 carbon 
atoms, the alkenyl or alkynyl moieties are; bound to a nitrogen or 
oxygen atom through a saturated carbon atom in the alkenyl or alkynyl 
chain; • \ 

provided that when V is NR6 and R7 is NR6R6, N(R6)3 + , or NRgCOR^), then 
15 g = 2-6; 

provided that when M is O or S and R7 is OR6, then p = 1-4; 

provided that when V is NR6, O, S, then k = 2-4; 

provided that when V is O or S and M or W is Q or S, then k = 1-4 

provided that when W is not a bond with Het bonded through a nitrogen atom 
20 then q = 2-4; and . , 

finally provided when W is a bond with Het bonded through a nitrogen atom 
andVisOorNR6orS,then k = 2-4. 



25 



2. The compound of claim 1, having the structure 
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or a pharmaceutical!^ acceptable salt thereof. 




wherein 

10 X is selected from NH, sulfur or oxygen; 

or a pharmaceutically acceptable salt thereof. 

4. The compound of claim 1, having the structure 

15 
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wherein 

X is selected from NH, sulfur, or oxygen; 
5 or a pharmaceudcally^ acceptable salt thereof. 

-IV. 

5. The compound of claim 1 , having the structure 




10 wherein 

R2 is hydrogen, amino, trifluoromethyl, alkyl of 1-6 carbon atoms, cycloalkyl 
of 3r8 carbon atoms, alkenyl of 2-6 carbon atoms, alkynyl of 2-6 
carbon atoms, alkenyloxy of 2-6 carbon atoms, hydroxy alkyl of 1-6 
carbon atoms, mercaptoalkyl of 1-6 carbon atoms, halomethyl, 
15 alkoxymethyl of 2-7 carbon atomk, alkoxy of 1-6 carbon atoms, 

cycloalkoxy of 3-8 carbon atoms, alkylthio of 1-6 carbon atoms, 
cycloalkylthio of 3-8 carbon atoms, alkylsulphinyl of 1-6 carbon 
atoms, alkylsulfonyl of 1-6 carbon atoms, alkylsulfonamido of 1-6 
carbon atoms, cyano, carboxy, alkoxycarbonyl of 2-7 carbon atoms, 
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10 



15 



alkanoyl of 2-7 carbon atoms, phenylamino, benzylamino, phenoxy, 
phenyl, thiophenoxy, ben2yl, alkylamino of .1-6 carbon atoms, 
alkanoyloxy of 1-6 carbon atoms, alkenoyloxy of 3-8 carbon atoms, 
alkynoyloxy of 3-8 carbon atoms, carbamoyl, N-alkylcarbamoyl of 2-7 
carbon atoms,* N,N-dialkylcarbam6yl of 3-13 carbon atoms, 
dialkylamino of 2 to 12 carbon atoms, 



(C(R6) 2 ) P " : 
R7-(C(R6) 2 )—N N N-(C(r^) 2 J k -V- R 8 R 9 -CH-M-(C(R 6 ) 2 ) k -V- . 

(C(Rs) 2 )p 



R7-(C(R6)2) g -V- , R 7 -(C(R 6 ) 2 ) p -M-(C(R 6 ) 2 ) k -V- . 

Het-^Re^q-W-^Rs^k-y- . Ph-(C(R 6 ) 2 ) q -W-(C(R 6 ) 2 ) k -V- 



R 5 -CONH(CH 2 ) q - t Rs ,CN 

.. Rs (CH 2 )q- , 

R 5 /CONHCCHzV R s O R 5 HN 

R >-< p - >-NH(CH 2 ) q - >-NH(CH 2 ), 

R 5 R 5 . , O ' O 

(R 5 ) 2 N R 5 HN (Rs) 2 N 

V-NH(CH 2 ) q - >-NH(CH 2 ) q - ^— NH(CH 2 ) q 

O ' ; S ' S 



or apharmaceutically acceptable salt thereof. 



i- 



6. The compound of claim 1, having the structure 
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CN v 
or 




R.2 is hydrogen, amino, trifluorqmethyl, alkyl of 1-6 carbon atoms, cycloalkyl 
of 3-8 carbon atonis, alkenyl of 2-6 ^bonato^^alkynyl of 2-6 
5 carbbh atoms, alkenyloxy of 2-6 carbon atoms, hydroxyalkyl of 1-6 

carbon atoms, mercaptoalkyl of 1-6 carbon atoms, halomethyl, ■- 
alkoxymethyl of 2-7 carbon atoms, alkoxy of 1 -6 carfeoh atoms, 
cycloalkoxy of 3-8 carbon atoms, alkyithio of 1-6 carbon atoms, 
cycloalkylthio of 3-8 carbon atoms, alkylsulphinyl of 1-6 carbon 

1 0 atoms, alkylsulfonyl of 1 -6 carbon atoms, alkylsulfonamido of 1 -6 

carbon atoms, cyano, carboxy, alkoxycarbonyl of 2-7 carbon atoms, 
alkanoyl of 2-7 carbon atoms, phenylamino, benzylamino, phenoxy, 
phenyl, thiophenoxy, benzyl, alkylamino of 1-6 carbon atoms, 
dialkylamino of 2 to 1 2 carbon atoms > alkanoyloxy of 1 -6 carbon 

1 5 atoms, alkenoyloxy of 3-8 carbon atoms, alkynoyloxy of 3-8 carbon 

atoms, carbamoyl, N-alkylcarbamoyl of 2-7 carbon atoms, N,N- 
dialkylcarbamoyl of 3-13 carbon atoms, , 



R7-(C(R6) 2 )— /MCOWkrV- , R8R9-CH-M-(C(^) 2 ) k -V- 
(C(R6) 2 ) P 
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R7-(C(R 6 )2VV- , RHC(R8)2)p-M--(C(Re)2)irV- . 



R 5 -CONH(CH 2 ) q - t Rs JCN 

' . ;-r v - ■ (GH 2 )q-; ■ - -: ^ :■■ ~ 

R 5 ^_/CONH(CH 2 ) q - , R 5 Q- : 0 lip. i , R5HN. m , C o 
„>-< D . . >-NH(CH 2 ) q -. ... >-NH(CH 2 ) q - 

(r 5 ) 2 ist ^ - : r 5 hn; : ; : ~ ^5)2^ ' 

^NH(GH 2 ) q -. ^NH(CH2) q - ^NH(CH 2 ) q -. 

O - .-.St . «* ■ S^.; . 



or a pharmaceutical^ arcep&bie salt thereof 



7. The compound according to claim 6 wherein R 2 is hydrogen. 



10 8. The compound of claim 1, having the structure 




R 3 

wherein , , r 

R2 and R3 are hydrogen; 
15 or a pharmaceutical^ acceptable salt thereof. 



9. The compound of claim 1, having the structure 
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f . 



wherein 

R3 is hydrogen; 

or a phannacetriically ^acceptable salt thereof. , 



10. The compound of claim 1, having the structure 




10 wherein > 

R2 is hydrogen, amino, hydroxyamino, trffluoromethyl, alkyl of 1-6 carbon 
atoms, cycloalkyl of 3-8 carbon atoms, alkenyl of 2-6 carbon atoms, 
alkynyl of 2-6 carbon atoms, alkenyloxy of 2-6 carbon atoms, 
hydroxyalkyl of 1-6 carbon atoms, mercaptoalkyl of 1-6 carbon atoms, 

15 halomethyl, alkoxymethyl of 2-7 carbon atoms, alkoxy of 1-6 carbon 

atoms, cycloalkoxy of 3-8 carbon atoms, alkylthio of 1-6 carbon atoms, 
cycloalkylthio of 3-8 carbon atoms, alkylsulphinyl of 1-6 carbon 
atoms, alkylsulfonyl of 1-6 carbon atoms, alkylsulfonamido of 1-6 
carbon atoms, alkenylsulfonamido of 2-6 carbon atoms, 

20 alkynylsulfonamido of 2-6 carbon atoms, cyano, carboxy, 
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alkoxycarbonyl of 2-7 carbon atoms, alkanoyl of 2-7 carbon atoms, 
alkanoyloxy of 1-6 carbon atoms, alkenoyloxy of 3-8 carbon atoms, 
alkynoyloxy of 3-8 carbon atoms, carbamoyl, N-alkylcarbamoyl of 2-7 
carbon atoms, N,N-dialkylcarbamoyl of 3-13 carbon atoms,N-alkyl-N- 
5 alkenylamino of 4 to 12 carbon atoms, NJST-dialkenylamino of 6-12 

carbon atoms, phenylamino, benzylamino, phenoxy, phenyl, 
thiophenoxy, benzyl, alkylamino of 1-6 carbon atoms, dialkylamino of 
2 to 12 carbon atoms, alkanoyloxy of 1-6 carbon atoms, alkenoyloxy of 
3-8 carbon atoms, alkynoyloky of 3-8 carbon atoxns, ^ib^oyi, ^» 

10 alkylcarbamoyl of 2-7 carbon atoms, N,N-dialkylcarbamoyl of 3-13 

, , - . ... •' ^ 

carbon atoms, 

(C(R6) 2 ) P 
/ \ 

R7-(C(R6)2)— N x y<-(C(R6)2)k-V- _ R 8 R 9 -CH-M-(C(R 6 )2)irV- , 

(c(r 6 ) 2 ) p ; . ii y- «■;< 

R 7 -(C(R6) 2 ) g -V- , R7-(C(R 6 )2) P -M-(C(R 6 ) 2 ) k -V- . f . 

Het-(C(R 6 ) 2 ) q -W-(C(R6) 2 ) k -V-' . Ph-(C(F^) 2 ) q -W-(C(R 6 ) 2 ) k -V- . 
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R 5 -CONH(CH2) q - , R 5 — CONH(CH2) q - f 
R 5 ^_ < ,CN R^_^CONH(CH2) q - 

R5 (CH 2 ) q - R5 R 5 

(R 5 ) 2 N R5O. R5HN 

V-NH(CH2) q - >~NH(CH 2 ) q - ^-NrKCH^- 
O ,0 ' O 

R5HN j,,,,,.^ (R 5 ) 2 N v . 

F-NH(CH2) q : ^-NH(CH2) q -. ' 

• : '" "•" : S^ : ;i^"'' rt*>_;i« • ! »..rfj 5-v;j- .* ..• .-<r:-.?v ■• 

R3 is hydrogen; alkyl of 1-6 carbon atoms^ cycloalfcyl of 3-8 carbon atoms, 
alkenyi of 2-6 carbon atoms, alkynyl of 2-6 carbon atoms, 
hydroxy alkyl of 2-6 carbon atoms;' mefcaptoalkyl of 2-6 carbon atoms, 
phenyl,- ''benzyl/'" ' 1 •"' "' " " ; '-' 



1 (e(Rs)2)p 



R7 L (C<R 6 ) 2 )--N' ^N-(C(R3)^ S I^Rg-CH-M-CC^p- 

1 (c(Rs)2)p " v • • f ; 



R 7 -(C(R 6 ) 2 ) p - , RHC(R 6 )2)p-M-(C(R 6 )2) p : , 

Het-(C(R6) 2 ) q -W-(b(R 6 ) 2 )p- ; • Ph-^Rs^q-W-cbCRs^p- . 
10 or a pharmaceutically acceptable salt thereof. 

1 1 . The compound of claim 1, having the structure 
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wherein 

Ar is a phenyl ring which may Jbe optionally mono-, di- or tri-substituled with 
5 a substituent selected from the'group consisting of halogen; alkyl of 1- 

6 carbon atoms, aUcenyl of 2-6^carbon atoms, alkynyl of 2-6 carbon 
atoms, azidp, hydroxyalkyl ^ of 1-6 carbon atoms, s halomethyl, 
alkpxymethyl of 2-7 carbon atoms, alkanoylpxymethyl of. 2^7 carbon 
atoms, alkoxy of 1-6 carbon atoms, alkylthio of 1^6. carbon atoms, 

10 hydroxy, trifluoromethyl, cyano, nitro, carbdxy, alkoxy carbonyl of 2-7 

carbon atoms, alkanoyl of 2-7 carbon atomSj benzoyl, amino, 
alkylamino of 1-6 carbon atoms, dialkylainino of 2-12 carbon atoms, 
alkanoylamino of 1-6 carbon atoms, alkenoylamino of 3-8 carbon 
atoms, alkynoylamino of 3-8 carbon atoms, alkanoyloxy of 1-6 carbon 

15 atoms, alkenoyloxy of 3-8 carbon atoms, aJkjmoyloxy of 3 : 8 carbon 

atoms, carbamoyl, N-alkylcarbamoyi of 2-7 carbon atoms, N,N- 
dialkylcarbamoyl of 3-13 carbon atoms, and benzoylamino; or ; 
Ar is the radical: 




20 Ri and R4 are hydrogen; ' " 

or a pharmaceutical^ acceptable salt thereof. 

12. The compound of claim 1, having the structure 
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R 3 R 4 

wherein 

Ar is a phenyl ring which may be optionally mono-, di- or tri-substituted with 
5 a substituent selected fiom the group consisting of halogen, alkyl of 1- 

6 carbon atoms, alkenyl of 2-6 carbon atoms, alkynyl of 2-6 carbon 
atoms^ azido, hydroxyalkyl of 1-6 carbon atoms, halomethyl, 
alkoxymethyl of 2-1 carbon atoms, alkanoyloxymethyl ofr 2-7 carbon 
atomsi alkoxy of 1-<S carbon atoms, alkylthio of 1-6 carbon atoms, 
10 hydroxy, trifluoromethyl, cyano, nitro, carboxy, alkoxycarbonyl of 2-7 

carbon atoms,, alkanoyl of 2-7 carbon atoms, benzoyl, amino, 
alkylamino of 1-6 carbon atoms, dialkylamino of 2rl2 carbon atoms, 
alkanoylamino of 1 7 6 carbon atoms, alkenoylamino of 3-8 carbon 
, atoms, alkynoylamino of 3-8 carbon atoms, alkanoyloxy of 1-6 carbon 
15 . atoms, alkenoyloxy of 3-8 carbon atoms, alkynoyloxy of 3-8 carbon 

atoms, carbamoyl,, N-alkylcarbamoyl of 2-7 carbon atoms, N,N- 
dialkylcarbamoyl of 3-13 carbon atoms, and benzoylamino; or 
Ar is the radical: 

; 

20 R4 is hydrogen and 

one or two of the substituents Ri, R2 and R3 are as defined above, the 
remaining being hydrogen; 
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or a pharmaceutical^ acceptable salt thereof. 

13. The compound of claim 1, having the structure 



5 




wherein ' « v * :: ' r: - ;? ^v-*v-^ 

Ar is a phenyl ring which" may be optionally mono-, di- or tri-substitiited with 
«' a substituent selected from the group consisting of halogen,! alkyl of 1- 
6 carbon atoms, alkehyl of 2-6 carbon atoms! alkynyl of 2-6 ' carbon 
10 atoms, azido; - hydroxyalkyl of 1-6" carbon atonis^ lialomethyl, 

alkoxymethyl of 2-7 carbon atoms, alkanoylbxymethyl of 2^7 carbon 
■* atoms, alkoxy of 1-6 carbon atoms, "alkylthid of i-6 r carbon atoms, 
hydroxy, trifluoromethyl, cyano* nitro, carbdxy, alkoxycarbonyl of 2-7 
carbon atoms, alldinoyl of 2-7 cairbori atoms, benzoyl, 1 r * amino, 
15 alkylamino of 1-6 carbon atoms, dialkylamino of 2-12 carbbn atoms, 

alkanoylamino of 1-6 carbon atoms, alkenoyiamirio of 3-8 carbon 
atoms, alkynoylamino of 3-8 carbon atoms, alkanoyloxy of 1-6 carbon 
atoms, alkenoyloxy of 3-8 carbon atoms, alkynoyloxy of 3-8 carbon 
atoms, carbamoyl, N-alkylcarbamoyl of 2-7 carbon atoms, N,N- 
20 dialkylcarbamoyl of 3-13 carbon atoms, and benzoylaminp; or 

Ar is the radical: 
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R4 is hydrogen and 

one or two of the substituents Rl, R2 and R3 are as herein above described, 

the remaining being Hydrogen; 

or a phannaceutically acceptable salt thereof, 

5 ' • • • t " ! -" •'■ : v - w * ' - " - : '•' ' • 

14. The compound of claim 1 , having the structure 




wherein:" ^ 1 "'*'* - ^ 

10 Ar is a phenyl ring which may be optionally mono-, di- or tri-substituted with 
a substitiient selected from the group consisting of halogen, alkyl of 1- 
6 carbon atoms, alkenyl of 2-6 carbon atoms, aikyiiyi of 2-6 carbon 
atoms, azido, hydroxyalkyl of 1-6 carbon atoms, halomethyl, 
alkoxymethyl of 2-7 carbon atoms, alkanbyloxymethyl of 2-7 carbon 
15 atoms j alkoxy of 1-6 carbon atoms, alkylthio of 1-6 carbon atoms, 

hydroxy; triflubroinetliylj'cyano, hitro, carbbxy, ^lkoxycarbonyl of 2-7 
carbon atoms, alkanoyl of 2-7 carbon atoms, benzoyl, amino, 
alkylamino of 1-6 carbon atoms, dialkylamino of 2-12 carbon atoms, 
alkanoylamino of 1-6 carbon atoms, alkenoylamino of 3-8 carbon 
20 atoms, alkynoylamirio of 3-8 carbon atoms, alkanoyloxy of 1-6 carbon 

atoms, alkenoyloxy of 3-8 carbon atoms, alkynoyloxy of 3-8 carbon 
atoms, carbamoyl, N-alkylcarbamoyl of 2-7 carbon atoms, N,N- 
dialkylcarbamoyl of 3-13 carbon atoms, and benzoylamino; or 
Ar is the radical: 
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R2 is hydrogen, amino, trifluoromethyl, alkyl of 1-6 carbon atoms, cycloalkyl 
of 3-8 carbon atoms, alkenyl of 2-6 carbon atoms, alkynyl of 2-6 
carbon atoms, alkenyloxy of 2-6 carbon atoms, hydroxyalkyl of 1-6 
5 carbon atoms, mercaptoalkyl of 1-6 carbon atoms, halomethyl, 

alkoxymethyl of 2-7 carbon atoms, alkoxy of 1-6 carbon atoms, 
cycloalkoxy of 3-8 carbon atoms, alkylthio of 1-6 carbon atoms, 
cycloalkylthio of 3-8 carbon atoms, alkylsulphinyl of 1-6 carbon 
atoms, alkylsulfonyl of 1-6 carbon atoms, alkylsulfonamido of 1-6 

10 carbon atoms, cyano, carboxy; alkoxycarbonyl of 2-7 carbon atoms, 

alkanoyl of 2-7 carbon atoms, alkanoyloxy of 1-6 carbon atoms, 
alkenoykwcy of 3-8 carbpn atoms, alkynoyloxy. of 3-8 carbon atoms, 
carbamoyl, N-alkylcairbampyl of 2-7 t carbon ... atoms, N,N- 
^alkylcarbamoyl of 3-13 carbon atoms,phen^lamino, benzylamino, 

15 phenoxy, phenyl, thiophenoxy, benzyl, aUcylamino of 1-6 parbon 

atoms, dialkylamino of 2 to 12 carbon atoms, alkanoyloxy of 1-6 
carbon atoms, alkenpyloxy of 3-8 carbon atoms, alkynoyloxy of 3-8 
carbon atoms, carbamoyl, N-alkylcarbamoyl of 2-7 carbon atoms, N,N- 
dialkylcarbamoyl of 3-13 carbon atoms, 



20 



(C(R6)2)p 

/ : \ * 
R7:(C(R 6 ) 2 )p— N N : ,~ , /N-C^Re^k-V- R 8 R 9 -CH-M-(C(R 6 ) 2 ) k -V- 

(C(R 6 )2) P 

R7-(C(R 6 )2) g -V- , Rr(C(R 6 )2) P -M-(C(R 6 ) 2 ) k -V- . 



Het-(C(R 6 ) 2 ) q -W-(C(R 6 ) 2 ) k -V- . Ph-(C(R 6 ) 2 ) q -W-(C(R 6 ) 2 ) k -V- 
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or a pharmaceutical^ acceptable salt thereof. 

15. The compound of claim 1, having the structure. 




wherein 



10 Ar is a phenyl ring which may be optionally mono-, di- or tri-substituted with 
a substituent selected from the group consisting of halogen, alkyl of 1- 
6 carbon atoms, alkenyl of 2-6 carbon atoms, alkynyl f of 2-6 carbon 
atoms, azido, t hydroxyalkyl of 1-6 carbon atoms, halomethyl, 
alkoxymethyl of 2-7 carbon atoms, alkanoyloxymethyl of 2-7 carbon 

15 atoms, aikoxy of 1-6 carbon atoms, alkylthio of 1-6 carbon atpms, 

hydroxy, trifluorpmethyl, cyano, nitro, carboxy, alkoxycarbonyl of 2-7 
carbon atoms, alkanoyl of 2-7 carbon atoms, benzoyl, amino, 
alkylamino of 1-6 carbon atoms, dialkylamino of 2-12 carbon atoms, 
alkanoylamino of 1-6 carbon atoms, alkenoylamino of 3-8 carbon 

20 atoms, alkynoylamino of 3-8 carbon atoms, alkanoyloxy of 1-6 carbon 

atoms, alkenoyioxy of 3-8 carbon atoms, alkynoyloxy of 3-8 carbon 
atoms, carbamoyl, N-alkylcarbamoyl of 2-7 carbon atoms, N,N- 
dialkylcarbamoyl of 3-13 carbon atoms, and benzoylamino; or 
Ar is the radical: 



349 ' 




hydrogen, amino, trifluoromethyl, alkyl of 1-6 carbon atoms, cycloalkyl 
of 3-8 carbon atom's/ alkenyl of 2-6 carbon atoms, alkjmyl bf 2-6 
carbon atoms, alkenyloxy of 2-6 carbon atoms, hydroxyalkyl of 1-6 
carbon atoms, mercaptoalkyl of 1-6 carbon atoms, halomethyl, 
alkoxymethyl of 2-7 carbpn . atoms, alkoxy of 1-6 carbon atoms, 
cycloalkoxy of 3-8 -carbqnr atoms,, alkylthio of 1-6 carbon atoms, 
cycloalkylthio of 3-8 carbon atomsj. a^lsulphinyl of 1-6 carbon 
atoms, alkylsulfonyl of 1-6 carbon atoms, alkylsulfonamido of 1-6 
carbon atoms, cyano, carboxy, alkoxy carbonyl of 2-7 carbon atoms, 
alkanoyl of 2-7 carbon atoms, alkanoyloxy of 1-6 carbon atoms, 
alkendyloxy of 3-8 carbon atoms", alkynoyioxy of 3-8 carbon atoms, 
carbamoyl, " N-all^icarbamoyl * %f 2-7 carbon atoms, ' N,N- 
diatkylcarbairioyl of 3-13 carbon atoms,phenylamino, ben2ylamino, 
phenoxy, phenyl, thiopherioxy, ben^l, aliylamino of 1-6 carbon 
atoms, diaii^lammo of 2 to 12 carton atoms, alkanoyloxy of 1-6 
carbon atoms, alkenbyloxy of 3-8 carbon atoms^ alkynoyioxy of 3-8 
carbon atoms, carbamoyl, N-a^lc^bamoyl of 2-7 carbon atoms, N,N- 
dialkylcarbamoyl of 3-13 carbon atoms, 

' (C(^2)p ' ' ' • ' - '• 

R7-(C(R 6 ) 2 )p— N N-(C(R6)2) k -V- or R 8 R 9 -CH-M-(C(R 6 )2) k -V 

(C(R 6 )2) P - ' 
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R 7 -(C(R6)2)g-V- , Rr(C(Re)^ p M-(C(Re)^V- , 

HeHC^^rW^CCRe)^- . Ph-(C(R 6 )2) q -W-(C(R6)2) k -V- 

or a phannaceutically acceptable salt thereof. ~, 
5 16. The compound according to claim 15 wherein R 2 is hydrogen. 



17. The compound of claim 1, having the structure 




10 

wherein b j 

Ar is a phenyl ring which may be optionally mono-, di- qr tri-substituted with 
a substituent selected from the group consisting of halogen, alkyl of 1- 
6 carbon atoms* alkenyl of 2-6 carbon atoms- aUcynyl of 2-6 carbon 

15 atoms, ; azido, hydroxyalkyl of 1^6 parbon atpms,^ halomethyl, 

alkoxymethyl of 2-7 carbon atoms, allcanoyloxymethyl of 2-7 carbon 
atoms,, alkoxy of t-6 , carbon, atoms, alkylthio of 1-6 carbon atoms, 
hydroxy, trifluoromethyl, cyano, nitro, carboxy, alkoxycarbonyl of 2-7 
carbpn. atoms, r alkanoyl of 2 7 7 parbon atoms, t berizoyl, amino, 

20 aUcylamino of 1-6 carbon atoms, dialkylamino of 2-12 carbon atoms, 

alkanoylamino of 1-6 carbon atoms, alkenoylamino of 3-8 carbon 
atoms, alkynoylamino of 3-8 carbon atoms, alkanoyloxy of 1-6 carbon 
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10 



atoms, alkenoyloxy of 3 r8 carbon atoms, alkynoyloxy of 3 T 8 carbon 
atoms, carbamoyl, N-alkylcarbamoyl of 2-7 carbon atoms, N,N- 
dialkylcarbamoyl of 3-13 carbon atoms, aMbera 
Ar is the radical: 

S 

R2 and R3 are hydrogen; 

or a pharmaceutical acceptable salt thereof. 

18. The compound of claim 1, having the structure 




wherein 

Ar is a phenyl ring which may be optionally mono-; di- or tri-substituted with 
: ai substituent selected from the group consisting of Halogen; alkyl of 1 - 
15 ; 6 carbon atoms, alkehyl of 2-6 carbon atoms^ alkynyl of 2-6 carbon 

- atoms; azido; hydroxyalkyl of 1-6 carbon" atoms, halbmethyl, 
alkoxymethyl of 2-7^ carboii atoms, alkmoyloxymetliyl : of 2-7 6arbon 
atoms,- alkoxy of 1-6 carbon atoms, alkylthib of 1-6 carboii atoms, 
hydroxy, trifluoromethyl, cyano, nitro; carboxy, ^ ^bxycarbonyl of 2-7 
20 carbon atoms, alkanoy 1 of 2-7 carbon atoms, benzoyl, amino, 

alkylamino of 1-6 carbon atoms, dialkylamino of 2-12 carbon atoms, 
alkanoylamino of 1-6 carbon atoms, alkenoylamino of 3-8 carbon 
atoms, alkynoylamino of 3-8 carbon atoms, alkanoyloxy of 1-6 carbon 
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atoms, alkenoyloxy of 3-8 carbon atoms, alkynoyloxy of 3-8 carbon 
atoms, carbamoyl, N-alkylcarbamoyl of 2-7 carbon atoms, N,N- 
dialkylcarbamoyl of 3-13 carbon atoms, and benzoylamino; or 
Ar is the radical: 

- A V L . 

9 

R3 is hydrogen; s > >: ^_ . ; r ;.s-.y.-\ •■ , > 

or a pharmaceutical^ acceptable salt thereof. ^ - 

19. ,.. The compound of claim 1, having the structure / 



10 




wherein 

Ar is a phenylring which 'may be optionally mono-, di- or tri-substituted with 
a substituent selected fom the group consisting of halogen, alkyl of 1- 

15 6 carbon atoms,^aikenyi of 2-6 carbon atoms, alkynyl of 2-6 carbon 

atoms, azido, hydroxyalkyl of 1-6 carbon atoms, halomethyl, 
alkoxymethyl of 2-7 carbon atoms, alkanoyloxymethyl of 2-7 carbon 
atoms, alkoxy of 1-6 carbon atoms, alkylthio of 1-6 carbon atoms, 
hydroxy, trifluoromethyl, cyano, nitro, carboxy, alkoxycarbonyl of 2-7 

20 carbon atoms, alkanoyl of 2-7 carbon atoms, benzoyl, amino, 

alkylamino of 1-6 carbon atoms, dialkylamino of 2-12 carbon atoms, 
alkanoylamino of 1-6 carbon atoms, alkenoylamino of 3-8 carbon 
atoms, alkynoylamino of 3-8 carbon atoms, alkanoyloxy of 1-6 carbon 
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atoms, alkenoyloxy of 3-8 carbon atoms, alkyndyloxy of 3-8 carbon 
atoms, carbamoyl, N-alkylcarbamoyl of 2-7 carbon atoms, N,N- 
dialkylcarbamoyl of 3-13 carbon atoms; and benzoylamino; or 
Ar is the radical: 



5 




R2 is hydrogen, amino, hydroxyamino, trifluoromethyl, alkyl of 1^6 carbon 
atoms, cycloalkyl of 3-8 carbon^ atoms j alkehyl of 2-6 carbdn : atoms, 
alkynyl of 2-6 carbon atoms, alkenyloxy of 2-6 carbon atoms, 
hydroxyalkyl of 1-6 carbon atoms, mercaptoalkyl of 1-6 cairbbti atoms, 

10 halomethyl, alkoxymethyl of 2-7 carbon atoms, alkoxy of 1-6 carbon 

atoms, cycloalkoxy of 3-8 carbon atoms, alkylthio of 1-6 carbon atoms, 
cycloalkylthio of 3-8 carbon atoms, alkylsulphinyl of 1-6 carbon 
atoms, alkylsulfonyl of 1-6 c^bon 'atomsraUsylsidfonaiiiido of 1-6 
carbon atoms, alkenylsulfonamido of 2-6 carbon atoms, 

15 alkynylsulfonamido of 2-6 carbon atoms, cyano, carboxy, 

alkoxycarbonyl of 2-7 carbon atoms, alkanoyl of 2-7 carbon atoms, 
alkanoyloxy of 1-6 carbon atoms, alkenoyloxy of 3-8 carbon atoms, 
alkynoyloxy of 3-8 carbon atoms, carbamoyl, N-alkylcarbamoyl of 2-7 
carbon atoms, N,N-dialkylcarbamoyl of 3-13 carbon atoms,N-alkyl-N- 

20 alkenylamino of 4 to 12 carbon atoms, N,N-dialkenylamino of 6-12 

carbon atoms, phenylamino, benzylamino, phenoxy, phenyl, 
thiophenoxy, benzyl, alkylamino of 1-6 carbon atoms, dialkylamino of 
2 to 12 carbon atoms, alkanoyloxy of 1-6 carbon atoms, alkenoyloxy of 
3-8 carbon atoms, alkynoyloxy of 3-8 carbon atoms, carbamoyl, N- 

25 alkylcarbamoyl of 2-7 carbon atoms, N,N-dialkylcarbamoyl of 3-13 

carbon atoms, 
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(C(Re)2)p 

/ \ 

RHC(R6)2)p— N x >KC(RefaVV- . R 8 R9-CH-M-(C(R 6 ) 2 )k-V- , 

. ... (C(R 6 )2) P / 



R7-(C(R6)2) g -V- . ,Rr(C(R6) 2 )p-M-(C(R6) 2 ) k ,V- 
HeHCCf^^yV-CCCRe)^-.. Ph-^^q-W-CCCReJA-V- 



5 R3 is hydrogen, alkyl of 1-6 carbon atoms, cycloalkyl of 3.-8 carbon atoms, 
alkenyl of 2-6 carbon atoms, alkynyl of 2-6 carbon atoms ; . 
hydroxy alkyl of 2-6 carbon atoms; mercaptoalkyl of 2-6 carbon atoms, 
phenyl, benzyl, 



(C(R6) 2 ) P . •:. 

/ \ 

R7-(C(R6)2)— v- J*-(C(Ke)dk- , R8R9-CH-M-(C(R 6 )2)p- _ 
10 (C(R6) 2 ) P : . •- •••• 



R 7 -(C(R6)2) P - . R7-(C(R 6 ) 2 )p-M-(C(R6) 2 ) p - , 

Het-(C(R 6 ) 2 ) q -W-(C(R s ) 2 ) p - , Ph^Re^-W-CCCRe)^- , 
or a pharmaceutically acceptable salt thereof. 

20. The compound of claim 1, /which is: 



a) 4-(4-phenoxyanilino)benzo[g]quinoline-3rcarbomtrile 5 

b) 4-(3-cMoro^-fluoroanilino)ben^^ 
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4-(4-cMoro-5-methoxy-2-m 
carbonitrile, 

7,8-dimethoxy-4-(4-phenoxyanilino)bei^ 
carbonitrile, 

4-(4-chioro-5-metho^-2^ - 
dimethoxybenzo[g]quinoline-3 -carbonitrile, 
4~(3-cM6ro-4-fluoroanilin^^ 

3 - carbonitrile, 

4- (2,4-dicMorbahUmoJ^ 

carbonitrile,- ^ • : r^; ? r; 7 

4-(2,4-dichl6roanilm^ 

carbonitrile, * 

8- (3,4,5-trime1hoxyanilino)-3H^^ 

7- carbonitrile, 's- : * 

9- (4-cUpror5-methoxy-2-methylam * 
g]quinoxaline-8-carbonitrile, 

8- (5-methoxy-2-methylanilino)-2-{[2-(4- 
morpholinyl)ethyl]ammo}iirddazo[4,5-g]qxim 
carbonitrile, 

2-{[2-(4-morphol^ 

trimethoxyanilino)imidazo[4,5-g]quinoline-7-carbom 

2-amino-8-(4-phenoxyamlino)^ 

carbonitrile, 

8-(3-bromo-phenylamino)imidazo^ 
carbonitrile, 

8-(2-bromo-4-cMorophenylamino)imidazo[4,5-g]quinoline-7- 
carbonitrile, 



r 
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p) 8-(2-bromo-4^Mqro-5-methoxyphe 

g]qxiinoline--7-carbonitrile, 
q) 8-(2-chloro-5-methoxyphenylamino)imida2XD^ 

7-carbonitrile, 

5 r) 8-(3-hydroxy^-methylphenylamino)imidazo[4,5-g]q 

7-carbonitrile, 
s) 8-(3,4,5-trimethox^ 

carbonitrile, j . : ; , s . ; 
t) 8-(4-phenoxyanilino)imidazo[^^^ 
10 u) r 2-(cUorpmethyl)r8-(3,4,5-trimeth^ 

g]q\iinoline-7^arbonitrile 5 * 
v) 2-(4-morpholinylmethyl)-8-(3,4,5- ,.. 

trimetho^^ 
w) 8-(4-cUoro-5-methoxy-2-methylanilino)-3-[2-(4- 
15 ... t ' moipholinyl)ethyl]-3H-inudazo[4,^ 

x) 3-[2-(4-morpholinyl)ethyl]-8-(4-phenoxyanilm 

iinidazo[4,5-g]quinoline-7-carbonitrile Ji 
y) 8-[(4-cMoro-5-methoxy-2-methylphenyl) 
g]quinoline-7-carbonitrile, 
20 z) 4-(3-bromophenylamino)benzo[4,5]tMeno[3,2-b]pyridine-3- 

carbonitrile, j 
aa) 4-(4»cUoro-2-fluorophenylainino)ben2o[4 5 5]thieno [3 ,2- 

b]pyridine-3-carbonitrile, : . 
bb) 4-(2,4-dicMorophenylamino)benzo[4,5]thieno[3 5 2-b]pyridine- 
25 3 -carbonitrile, 

cc) 4-(2,4-dicWoro-5-methoxyphenylamino)benzo[4,5]thieno[3,2- 
b]pyridine-3 -carbonitrile, 
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dd) 4-(4-phenoxyphenylairiino)benzo[4,5]thieno [3,2-b]pyridine-3- 

carbonitrile, 
ee) 4-(3-hydro^-4-methylph^^ 

b]pyridine-3 -carbonitrile, 
5 ££) 4-(4-cMoro-2-fluoropheno^^ 

3-carbordtrile, 

gg) 4-(4-cUoro-5-meth6xy-2-methylphenylainino>8- 

iritrobenzo[4,5]ttoeno[3,2-b]pyri^ 
hh) 8-an^o-4-(4-chloro-5-meliioxy-2-- ■ 
10 methylanilino)[l]benzd^ 

ii) 4-(3-bromoamlino)-6-nitro[l]ben^tMenb[3i2-b]pyri 

carbonitrile, - : r ; 

jj) 6-amino^-(3-brojm^ahil^ 

carbonitrile, ■ - - ^ 

15 kk) * 4-(3-bromophenylamino)bej^ 

carbonitrile, x ■ 

U) 4-(4-cUoro-2-fluorophenylamino)benzo[4,5]furo[3,2- 

b]pyridine-3 -carbonitrile, ^ T 
mm) 4-(3-hyckoxy-4-methylphenylamm^ 
20 b]pyridine-3-carbonitrile, " 

nn) 4-(4-phenoxyphenylamino)bei^ 

carbonitrile, 

oo) 4-(4-chloro-2-fluorophenoxy)benzo[4,5]furb[3,2-b]pyridm 
carbonitrile; 

25 pp) 4-(2,4-dichloroanUino)-8-^^ 

carbonitrile, 
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qq) 4-(3-bromparulinp)-8-intro[l]benzotMen^ 

carbonitrile,~< - A ; ■ \ ^ > v 

rr) 8-aminp-4rX3 -bromoanilino) [ 1 ]benzothieno[3,2-b]pyridine-3 - 
carbpnitrile^->- ; v i ! ->•; ... 

5 ss) N-[4r(3-b^pmoaiulino)-3-cyano[l]ben^ 
yl]acrylaniide^ t n; • r. - 

tt) v N-[4-(3 7 brpmoa^^ 

uu) : ^ \ 4-(2,4-dicMproaE^^ 
10 ; c^ApniWle^. :^,c p; -> : - : • 

yy) . % 4-(2,4-dicWproanil^ 

. carbomtrileiK^j • S\ ■ '■■ -z - V 

ww) 4-(2 > 4-dichIpro 

carbpnittile,;/ vw-r:-.-I s 
15 xx) 4-(2,4^pMorpanili^ 

j i carbpnitrile, ; \ r ; : r^;.:v-; 
yy) 4-(2,4-dicMoroanilino)-7-[2-(dimethylamino)eth^ 

ben2X)[g]qxiinpliner3-c^bonitrile,, ' = 

zz) 4-(4-cMorp-$-methoxyr2-methy to 
20 (cMoroe^pxy^ 

aaa) 4^ (4rchlorp-5rmeA^ 

(cUoroethoxy)beii2X)[g]quinoline-3-carboMtrile, 
bbb) 4-(4-chloro-5-methoxy-2-methylaiiilino)-7-me 

morpholiny l)ethoxy]benzo [g]quinbline-3 -carbonitrile, 
25 ccc) 4-(4-cMoro-5-methoxy-2-methylanilino)-8-methoxy-7-[2-(4^ 

morpholiny l)ethoxy]benzo [g]quinoline-3 -carbonitrile, 
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ddd) 4-(2,4-dicUorb-5-methoxyaiiilino)-7-m 

(cUoroethoxy)benzo[g]quinoline-3-carboiutrile, 
eee) 4-(2,4~dicMoro-5-mefe * 

(chloroethoxy)benzo [g] quinoline-3 -carbonitrile, 
ffi) 4-(2,4-dicMoro-5-nietfrb^ 

moipholinyl)ethoxy]benzo[g]qm^ 
r ggg) i *- 4^2,4-dichloro-5-i^ 

motpholinyl)ethoxy]benzo[g]qxiinoline-3-carboiu 
hhh) 44(2,4-dichloro-5-methoxyariilin^ 

1 -piperazinyl)ethoxy]benzo[g]quinoline-3-carb6mt^ 
iii) v.4^(2,4niicMoro-5-methoxy^ 

1 -pipeiminyl)ethoxy]benzo[g]quin^ 
jjj) f4r(4-cM6r6-5-me^^ 

methyl-l«piperazinyl)ethoxy]benzo[g]quinoline- 
kkk) 4r(4n:Worp-5-methoxy-2-methyiani^ 

methyl-1 -piperazinyl)ethoxy]benzo [g]quinoline-3 -carbonitrile, 
111) 4-[3^Ghl6ro^^ 

yls\ilfanyl)phenylamino]-8-hydroxy-7-- 4 
; methoxybehzo[g]qiiirioline-3-^ 
mmm) 8-(2-Chloroethoxy)-4-[3-cMom^^ 

ylsulfanyl)phenylamino]-7-methoxybenzo [g]quinoline-3- 

carbonitrile, :r .7? » . • /•::■•. ; ' rl->;= 

nnn) 4-[3 -Ghl6rq-4-(l -methyl- l#-imidazoK2- 
ylsulf^yl)phenylamiri^^ 
ethoxy)benzo[g]quinoline-3-carbonitrile, 
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ooo) 4-[3-Chloro^(l-methyl-lif-imidazol-2- 

ylsi^anyl)phenyIammo]-8-(3-cUoro . 

methoxybenzo[g]quinolineT3^arbpiutrile, 
ppp): 4-[3-ChlproT4^ : * 

ylsulf^yl)phenylamm 
.::->, propp^)bei^[g]quinoline-3-carbonit^ 
qqq) 4-[3-CUoro^(l-methyl-l^-imidazol-2- > 
- > ylsulfanyl)phenylam^ 

l-yl)etho:^]-ben2^ 7 
rrr) 4-[3-CUoro-4-(l-methyl-liy-imidazol-2-: 
; r iv yteulfanyl^^^ 

ethoxy)benzo[g]quinoline-3-carbonitrile, 
sss) 4-[3-CmorqH4-(l -me1hylTlif-unidazol-2r 

ylsxilfmyl)phenylamino]-7-metho^ 

ethoxy)benzo[g]qmnoline-3rcarboiiitrile, : 
ttt) :A: 4-(2,4-Dichloro-5-me1hoxyphenylamm 

methoxybenzp[g]quinoline-3-caxbqnitrile, 
uuu) 8-(3 T CUoropropoxy)^-(2,4;-dicUorp-5rmethoxypKe^ 

7-me&oxybenzofe]quinoline-3rcarbonitrUe/ 
wv) , 4-(2,4-PicUoro-5-methoxyphenylamino)-7-me^ 

morpholin^yl-propoxy)ben^ 
www) 4-(2,4-DicUorp-5-mefooxyphen^^ 

[1 ,2,3]tri^l-2-yl-etho^ 
xxx) 4-(2,4-DicUoro-5-methoxyphenyIamino)-7-methoxy-8-(2- 

[l,23]tria2»l-l-yl-etho^)benzo[g]quinoline-3-carbord 
yyy) 4-(2,4-DicMoro-5-methoxyariilm^ 

[1 ,8]naphthyridine-3-carbonitrile, 
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zzz) 8-(2-CMoroetho^)^-(2,4-& 

methoxybenzo[b][l ,8]naphthyridihe-3*carbonitrile, 
aaaa) 4-(2,4-Dichloro-5-metlioxyam 

morpholinyl)ethoxy]tiehzo[b][l ,8]riaphthyridine-3^arboiutrile, 
bbbb) 8<2^CMorbetto^ 

yl)sulfanyl]anilind}^ 

carbonitrile, - - " - ' ' - r ? ^ ; ^ ^ i 
cccc) ; 4^(2,4-DicMoio-5-methox^^ 

1 -piperazinyl)ethoxy]benzb[b] [1 ^,8]riaphthyridiiie-3- 

carbonitrile* ' ' " : > v>: " ; <Trs 

dddd) 4.{3-Cmoro^-[(l-methyM^ 

7-methoxy-8-[2-(4- * ' lv - 5 ? \ 

moipholinyl)ethoxy]ben£o|>^ 
eeee) 4-(2,4-DicMoroanilino)-7,8-dim^ 

[l^lnaphthyndine-S^^boiutrile^ ,v v^.- :;'-;v:^o 
flffiO 8<2r-CMorbethoxy)-4-(4-cMoro-5-irietb6^ 

ethoxybenzo[g]quinolihe-3^ * 
gggg) 8<2-CMoroethbxy)^-(2-cM6ro-^ 

methoxybenzo[g]quinoline-3-carboiu : - 
hhhh) 7-(2-GMoroethoxy)^-(2-chloro^-fluorb-5-methoxya 

methoxybenzo[g]qumo 
iiii) T: 8<2-CMorbethoxy)-4-(2-chloro-5-m 

methylphenylamino)-7-methoxyben^ 

carbonitrile, : : .c: 
jjjj) 7-(2-CMofoetboxy)-4-(2-chloro-5-methbxy-4-* 

methylphenylamino)-8-methoxybenzo[g]qxiinoline-3- 

carbonitrile, * 
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kkkk) 7-(2-ChloroethoxyH-(3^Worp^ r fluoroanilino)-8- 

,methoxyberi^[g]quinoline-3- carbonitril_e v _ . 
1111) 8<2-CWqroe&q^ 

methoxybenzo[g]qu^^ 
mmmm), ; .4-(^ 

cMproetho^)-8-meth^ 
nnnn) 4r(4 T Benzyloxy-3rcWprophenylamino)-8-(^ 

mefopxybenzo[g]quinol^ 
oooo) 7-(2-CUoroe&p^)^-(3-cWorp-4-phenoxyphe 

methpxyben2X)[g]quinplm 
PPPP) &r(&Chlm 

methoxybenM[g]qim^ 
qqqq). 4r(4-CWoror5hniethpxy-2-^ 

im^iphoU^ 
r rrrr) 4<4rCMorq-5-o^ 
r ! , ^ moiphplinyl)e&p^]benzo[g]quinoline^ 
ssss) ({2[4-(4-CMoro-5-me^ 

ethoxybenzo[g]qi^qhne^ 

ethoxycarbonylmethyl-ainino)-acetic acid ethyl ester, 
tttt) ({2-[4-(^Chk)ro-5-metho 

ethoxybenzp[g]q\iinoline-8-yloxy]-ethyl}- 

etho^carbpnylmetliylainino)-acetic acid ethyl ester, 
uuuu) 2-(Carbamoylmethyl- {2-[4-(4-chloro-5-methoxy-2- 

methylphenylamino)-3-cyano-7-ethoxybenzo[g]quinolin-8- 

yloxy]-ethyl} -amino)-acetamide, 
,yvw) 4-(2,4-DicHoroanilino)-7-methoxy-8-[2-(4- 

moipholinyl)ethoxy]benzo[g]quinoline-3 -carbonitrile, 
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wwww) < 4-(2,4-DicMoroanihi^ 

moipholinyl)ethoxy]beiL^[g^^ 
xxxx) 8-Methoxy-7-[2-(4-me^ 

trimethoxyanilirio)ben^ 
yyyy) 7-Methoxy-8-[2^4-mfc1^^ 

trimethoxyanilino)b^ 
zzzz) 7-Methoxy-8-P^ 

trimetho^anilino)b^ 
aaaaa) 8-Methqxy-7-[2-(4-m6^ 

trimethoxy^lirio)ben2»[g]qiiiri 
bbbbb)4-(2^CMoro-4-flu6ro-5^ 

methyl-l-piperazihyl)e^ 
ccccc) 4-(2-CMoro^5 : -inefo^ 

methyl-l-pipera^ 
ddddd)4-(2-Chloro^ 

methyl- 1- piperazinyl)ethoxy]^ 
eeeee). 4-(2 9 4-DicMbrb-5-methoxyanilino)-7-[2-(4-^^ 

piperidinyl)ethoxy]-8- metho^ben^[g]qxiinoluie--3- 
, carbonitrile, \'- ' v v ^ 

ffffi) 4-(3-CMoro-4-fluoro^ino^ 

morphohnyl)ethoxy]be^ 
ggggg)4-(2,4-Dichloro-5-methoxyanilino)-8-[2-(4-hydro 

piperidinyl)ethoxy]-7- mettioxybeiizo[g]quinoline-3- 

carbonitrile, > , - v 

hhhhh)4-(2-CMoro-5-mefo^ 

hydroxy- 1 -piperidinyl)ethoxy]benzo [g]quinoline-3 -carbonitrile, 
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iiiii) 4-(2-Chloro-5-methoxy^methylani^ 

hydroxy^-piperidinyl)ethox 
jjjjj) 4-(2-CMorcH4-fluoro-5-meto^ 

morpholinyl)ethoxy]benTO[g]quiholine-3 -carbonitrile, 
lddddc)4-(2-CMoro-4-fluoro^ 
, v mprphoUnyl)ethoxy]benzo[g]quinolm 
Hill) 4-(2-CMoro-4-fluoro-5-metto^ 

methyl-1- piperazinyl)ethoxy]benzo^ 
mmmmm) 4-(3-Chloro-4-fluoroanilino)-8-methoxy-7-[2-(4- 

k mqrpholinyl)ethoxy]benzo[g]q^ 
nnmm)4-(3-CMoro-4^ 

morpholin-4-yl-ethoxy)benzo[g]qi^ 
opooo) 4-(3-CMoro^-phendxyphenyl^^ 

morpholin-4-yl-ethoxy)benzo[g]q 
PPPPP) 4-(2-CMoro-5-nie^ 

(2-moipholin^yl^thoxy)benzb[g]iqiim 
qqqqq) 4^2-ChIoro-5-methox^^ 

(2-moipholinT4-yl-ethoxy)ben2»[g]qxim 
rrrrr) 4-(4-Benzyloxy-3-:chloro^ 

moipholin-4-yl-ethoxy)benzo[g]qiiinolm 
sssss) 4-(4-Ben2yloxy-3 r cWorophenylamino)r7-metboxy-8- 

morpholin-4-yl-ethoxy)benzo[g]quinoline-3-carbom 
ttttt) 8-(Ben2ylqxy)-.4-[(2-cMoro^ 

w 7-methoxybenzo [g]q\iirioline-3-carbonitrile, 
uuuuu)4-[(2«CUoro-4-fluoro-5-methoxyphenyl)amino]-8-hydroxy-7- 

methoxybenzo[g]quinbline-3-carbonitrile, 
pharmaceutically acceptable salt thereof - 
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An intermediate compound selected from the group: 

a) 4K)xo-l,4-dihydrob 

b) 4^Uoroberizo[g]qtiinoline-3-carbonitrile, 

c) 3-(dMethylammomethyleneam 

2-carboxylic acid methyl ester; * ^' '^ * > ^ 

d) 7,8-dimethoxy^-oxo^l,4<iihy^ 
carbonitrile, - • • • ; r ; ^ > 

e) 4^hloro-7,8-dimethoxybenzo[g]^ 

f) 7^1riord-6-ni1r6^-oxo7^^ 
l,4-dihydro-3^uinolinecarbonitrile, r - - > 

g) 6,7-diamindr4 r oxorl-(2-trimethylsilahyl-e^ 
dihydro-quinoline^-caA^ "*j ,v - 

h) :. * 8-oxo-5^[2-(trimethylsil^ 

dihydro[l,2,3]tri^blo[4,5-^^ 

i) 8-ox6-5 5 8^ihydro[li2;3]Mazolo[4i5-g]qiiiri6lihe-^ 
j), 8-cMoro[l,23]tri^lo[4 3 5-g]quiriblihe-7-c^^ 

k) 2-amino-8-oxor5-{[2-(fr^ 

dihydroimidazo[44-g]qu^ 
1) 2-amino-8-oxo-5,8-dihydroimi^ 

carbonitrile, :t ^ ; ^ • - 
m) 2-airrino-8-cMoroimidazo[4j5-g]<^ " 
n) 8-oxo-5 5 8-dihydroimidazo [4,5-g]quinoline-7-carbonitrile, 
o) 8-cMoroimidazo[4 s 5-g]quinoline-7-carbonitrile, 
p) 7-cyanoimidazo[4 5 5-g]quinolin-8-yl(3 5 4 ? 5^ 

trimethoxyphenyl)formamide, 
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7^yanoiinidazo[4,5-g]qiunplin-8-yl(4- 
phenoxyphenyl)formamide, 

7- {[2K4-moipholinyl)ethyl]amino}-6-nitro-4-oxo-l-{[2- 
(trimethylsilyl)ethpxy]methyl}-l ,4-dihydro-3- 
qiunolinecarbotutrile, 

6-amino-7-{ [2-(4-morpholinyl)ethyl]amino} -4^oxo- 1 -{ [2- 
(t^ethylsilyl)ethoxy]methyl>- 1 ,4-dihydro-3- 
quinolinecarbqnitrile, _ • > 

3-[2-(4-mprpholmyl)etty^^ 
g]qxiinoliner7-carboiiitrile, 

8- cMoro-3-R-(4-morpholinyl)etiiyl]-3H-imi^ 
g]quinoline-7-carboiritrile, • - 
l,4rc^ydror7-mercapto-6-nitro-4-oxo-l-[[2- : 
(trimethylsUyl)ethoxy]me&^ 
8-h^<froxy[l^ 

3- (dimethylaminomethyleneamin^^ 
carboxylic acid methyl ester, 

4- hydroxybenzo[4,5]thieno[3,2-b]pyridine-3^arbonitrDe, 
4-cMprobenzx>[4,5]thieno[3,2-b]pyridin^ 
4-hydroxy-8-nitrobenzo[4,5]tMeno[3,2-b]pyridine-3- 
carbonitrile, 

4-cMoro-8-rdtrobenzo[4,5]thieno[3 ,2-b]pyridine-3 -carbonitrile, 
4-cWoro r 6-nitro[l]benzo^ 

3- (dimethylaminomethyleneamino)bei^ 
acid ethyl ester, 

4- hydroxybenzo [4,5]fiiro [3 ,2-b]pyridine-3 -carbonitrile, 
4-chlorobenzo[4,5]furo[3,2-b]pyridine-3-carbonitrile, 
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gg) 7-methoxy-4-oxo-l,4Klih^^ 

hh) 8-methoxy-4-oxo- 1 ,4-dihydrobenzo[g]q\iinolirie-3-carbonitriIe, 

ii) 4-cMoro-7-methoxybenzo[g]quinoline-3- carbonitrile, 

jj) 4-chloro-8i-methoxybenzo[g]qum^ 

kk) ethyl 7-(2-cMoroethoxy)-6-methbxy-^^ 

11) ethyl 6-(2-cMoroethoxy)-7-meft^ 

mm) ethyl 3-amind-7<2-chloroetho^ 

mi) ethyl 3-amino-6<2-chloroetho3^ 

oo) 8-(2-cUoroeth6xy)-7-methoxy-4-oxo--l 5 4- • 

dihydrobeiizo[^]quinoline-3-c^b6nitrile, 
pp) 7-(2-chloroethoxy)-8-meth6xy-4-6xb-i,4- 

dihydrobenzo(^]quinoline-3-carbdmtrUe, 
qq) 4-cMoro-7-methoxy-8-(2-cU6roethoxy)berizx)[g]qum 

carbonitrile, ~" 
rr) 4-cMoro-8-methoxy-7-(2-cMbroetfo^ 

carbonitrile," ; 4 

ss) 7,8-dimethoxy-4-oxo-l,4-dihydrbbeiizo[b] [1,8] naphthyridine- 

3 -carbonitrile, ' 
tt) 4-chloro-7,8-dimethoxybenzo[b] [l,8]naphthyridihe-3- 

carbonitrile, 

uu) 8-(2-cMoroethoxy)-7-methoxy-4-oxo-l,4-^ydroben2»|>] 

[l,8]naphthyridine-3-carbdnitrile, and 
w) 4-cHoro«8-(2-chloroetho^)-7-methoxybenzo[b] ' 

[1 ,8]naphthyridine-3-carbonitrile. 
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22. A method of treating, inhibiting the growth of, or eradicating a 
neoplasm -in a mamn^.in : need thereof which comprises providing to said 
mammal an effective amount of a compound as described in claim 1 . 



5 23. The method according to claim 22 wherein the neoplasm is selected 
from the group consisting of breast, kidney, bladder, mouth, larynx, 
esophagus, stomach, colon, ovary, lung, pancreas, liver, prostate, and skin. 

24. The method according to claim 22 wherein the neoplasm expresses 
10 EGFRorerbB2(Her2), 

25. The method according to claim 22 wherein the neoplasm depends, at 
least in part, on the MAPK pathway . 

26. The method acording to claim 22 wherein the neoplasm depends, at 
15 least in part, on the RAF kinase pathway . 

27. The method acording to claim 22 wherein the neoplasm depends, at 
least in part, on the SRC kmase pathway . . , 



28. The method according to claim 22 wherein the neoplasm depends, at 

20 least in part, on the ECK/LERK-1 pathway. 

: -"-recto •■•;o->-**»7*y> - r "'^c ! ■ 

29. The method according to claim 22 wherein the neoplasm depends, at 
least in part, on the VEGF/KDR pathway. 

v -. - 

.25 30. A method of treating, inhibiting the progression of, or eradicating 
polycystic kidney disease in a mammal in heed thereof which comprises 
providing to said mammal an effective amount of a compound described in 
claim 1. ""'^ u : 
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31. A method of treating;' inhibiting, or eradicating colonic polyps in a 
mammal in heed: thereof which" comprises providing to said mammal an 
effective amount of a compound described in claim 1 . 

32. A method of inhibiting the biological effects of a deregulated protein 
kinase in a mammal which comprises providing to said mammal an effective 
amount of a compound described in claim 1 . 

10 33. A method of treating a disease or inhibiting a disease state whose 
etiology is at least in part caused by a defect in a signaling pathway upstream 
trom a protein kinase; by overexpression of a protein kinase; or by a 
dysregulated protein kinase in a mammal in need thereof which comprises 
providing to said^ahimal an effective amount of a compound described in 

15 claim 1. ^ q ' % 1 

34. A pharmaceutical composition which comprises a pharmaceutical^ 
acceptable carrier and a compound described in claim 1. 

20 35. A process for the preparation ~of a[ compound as described in the 
specification for any of Flowsheets 1", 2, 3, 4, 5, 6, 7, 8, 9, 10, 1 1, 12, 
• ; 13; or 14; :c: v-- • - : '"' - ' 

36. Use of a compound as claimed in any one of claims 1 to 20 as a 
medicament. 

25 37. Use of a compopund as claimed in any one of claims 1 to 20 in the 
preparation of a medicament for treating, inhibiting, or eradicating 
colonic polyps, polycystic kidney disease, or a neoplasm selected from 
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the group consisting of breast, kidney, bladder, mouth, larynx, 
esophagus, stomach, colon,.ovary, lung, pancreas, liver, prostate, and 
skin 
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an extent that no meaningful International Search can be carried out, specifically: 

see FURTHER INFORMATION sheet PCT/ISA/210 



3. |~| Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 

Box II Observations where unity of invention is lacking (Continuation of item 2 of first sheet) 

This Internationa] Searching Authority found multiple inventions in this international application, as follows: 

l 
i 

see additional sheet 
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1. FT As all required additional search fees were timely paid by the applicant, this International Search Report covers ail 
; 1 — 1 searchable claims. 



As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 
of any additional fee. 



3. I I As only some of the required additional search fees were timely paid by the applicant, this International Search Report 
: ' — ■ covers only those claims for which fees were paid, specifically claims Nos.: 



4. j No required additional search fees were timely paid by the applicant. Consequently, this International Search Report is 
restricted to the Invention first mentioned In the claims; It is covered by claims Nos.: 



Remark on Protest f J The additional search fees were accompanied by the applicant's protest. 

| [ No protest accompanied the payment of additional search fees. 
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This International Searching Authority found multiple (groups of) 
inventions in this international application, as follows: 

1. Claims: 1-20, 21 (part), 22-34, 36, 37 

Tricyclic compounds of xlaim 1-20, corresponding 
intermediates of claim 21 (a,b,d-w,y-cc,ee-jj,oo-vv) sharing 
the same essential structural element and compositions 
containing compounds of claim 1 and corresponding use claims 
(claims 22-34, 35-37). - • 



2. Claim : 21 (part) 

Assorted bi cyclic intermediates of claim 21 (c,x,dd,kk-mm) 
suitable for the synthesis of compounds of claim 1. 
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Continuation of Box 1.2 
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Claim 35 lacks clarity, because it is ambiguous which particular 
synthetic steps or combination thereof are being claimed out of a 
potentially extremely large number of possible permutations. A lack of 
clarity within the meaning of Article 6 PCT arises to such an extent as 
to render a meaningful search of said claim impossible. Consequently, no 
search has been carried out for this claim. 

The applicant's attention is drawn to the fact that claims, or parts of 
claims, relating to inventions in respect of which no international 
search report has been established need not be the subject of an 
international preliminary examination (Rule 66.1(e) PCT). The applicant 
is advised that the EPO policy when acting as an International 
Preliminary Examining Authority is normally not to carry out a 
preliminary examination on matter which has not been searched. This is 
the case irrespective of whether or not the claims are amended following 
receipt of the search report or during any Chapter II procedure. 
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